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SQUARIC ACID DERIVATIVES AS CELL ADHESION MOLECULES 

- This invention relates to a series of squaric acid derivatives, to 
compositions containing them, to processes for their preparation, and to 
5 their use in medicine. 

Over the last few years it has become increasingly clear that the physical 
interaction of inflammatory leukocytes with each other and other cells of 
the body plays an important role in regulating immune and inflammatory 
10 responses [Springer, T A. Nature, 425, (1990); Springer, T. A. Cell 
Z§ t 301 , (1994)]. Many of these interactions are mediated by specific cell 
surface molecules collectively referred to as cell adhesion molecules. 

The adhesion molecules have been sub-divided into different groups on 
15 the basis of their structure. One family of adhesion molecules which is 
believed to piay a particularly important role in regulating immune and 
inflammatory responses is the integrin family. This family of cell surface 
glycoproteins has a typical non-covalently Jinked heterodimer structure. At 
least 14 different integrin alpha chains and 8 different integrin beta chains 
20 have been identified [Sonnenberg, A Current Topics in Microbiology and 
Immunology, 7, (1993)]. The members of the family are typically 
named according to their heterodimer composition although trivial 
nomenclature is widespread in this field. Thus the integrin termed a4pi 
consists of the integrin alpha 4 chain associated with the integrin beta 1 
25 chain, but is also widely referred to as Very Late Antigen 4 or VLA4. 

Some integrin chains are capable of pairing with more than one partner. 
For example, the ct v chain has been reported to pair with the beta 1 chain, 
the beta 3 chain, the beta 5 chain, the beta 6 chain and the beta 8 chain to 

30 give molecules which bind to different sets of ligands and which are 
„ referred to respectively as the integrins ot v pi. ayp3. avPs. ct v P6. and ct v p8. 
Not all of the potential pairings of integrin alpha and beta chains have yet 
been observed in nature and the integrin family has been subdivided into a 
number of subgroups based on the pairings that have been recognised 

35 [Sonnenberg, A. ihitfi- 
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The importance of integrin function in normal physiological responses is 
highlighted by two human deficiency diseases in which integrin function is 
defective. Thus in the disease termed Leukocyte Adhesion Deficiency 
(LAD) there is a defect in one of the families of integrins expressed [on 
5 leukocytes. Patients suffering from this disease have a reduced ability to 
recruit leukocytes to inflammatory sites and suffer recurrent infections 
which in extreme cases may be fatal. In the case of patients suffering from 
the disease termed Glanzman's thrombasthenia (a defect in a member of 
the beta 3 integer famly) there is a defect in blood clotting. 

10 

The potential to modify integrin function in such a way as to beneficially 
modulate cell adhesion has been "extensively investigated in animal 
models using specific monoclonal antibodies and peptides that block 
various functions of these molecules [e.g. Issekutz, T. B. J. Immunol. 

15 3394,(1992); Li Z et a/ Am. 1 Phvsiol.263, L723, (1992); Mitjans efar 
J, Cell Sci. Iflfi, 2825 (1995), Brooks PC. ef a/ J.Ctin. Invest, fifi, 1815 
(1995), Binns, R. M. eLal J- Immunol. 15L 4094, (1996), Hammes, H-P, et 
a! Nature Medicine 2, 529 (1996), Srivata, S. ef al Cardiovascular Res. 2£. 
408 (1997)]. A number of monoclonal antibodies which block integrin 

20 function are currently being investigated for their therapeutic potential in 
human disease. 

Inhibition of integrin-mediated cell interaction can be expected to be 
beneficial in a number of disease states, and in addition to the monoclonal 

25 antibodies and peptides just mentioned there has been great interest in 
selective low molecular weight inhibitors of integrin function. Thus, for 
example selective 04 integrin inhibitors have been described in 
International patent Specifications Nos. W096/22966, WO97/03094, WO 
98/04247, WO98/04913, W098/53814, W098/53817, W098/53818, 

30 WO98/54207, WO98/58902, W099/Q6390, WO99/06431 -06437, 
WO99/10312, WO99/10313, WO99/67230, WO 99/26922, WO99/60015, 
W099/26921, W09936393, W099/52898 and W099/64395. Numerous 
selective <x v integrin inhibitors have also been described, for example in 
International Patent Specifications Nos. WO97/08145, WO97/23480, 

35 W097/36858, W097/36859, W097/36661, W097/36862, W097/44333, 
W097/47618, W098/31359, W098/25892, W098/18460, W099/44994, 
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WO99/30709, WO99/31061, WO 99/26945, W099/52896, W099/52879, 
W099/32457, WO99/31099, WO00/07544, WO00/00486, WO00/06169, 
WO00/17197 and WOOC/01383. 

5 While it is clearly possible to obtain selective integrin inhibitors, their 
usefulnesses in medicine may be limited due to poor pharmacokinetic 
properties. Thus, for example, in our hands, integrin inhibitors falling 
within the general structural types featured in the above-mentioned patent 
specifications are not particularly attractive for development as medicines 

10 since they can be cleared rapidly from the body. In order to overcome this 
problem we have made use of a squaric acid framework which can be 
readily adapted to provide potent and selective integrin inhibitors using 
recognised integrin binding groups (for example as described herein and in 
the patent specifications listed above), which advantageously possess 

15 good pharmacokinetic properties, especially low plasma clearance. 

Thus according to one aspect of the invention we provide a compound of 
formula (1) 




wherein 

R 1 is an integrin binding group; 
R2 is a hydrogen atom or a Chalky! group; 
25 L 1 is a covalent bond or a linker atom or group; 
n is zero or the integer 1 ; 

Alk 1 ~is an optionally substituted aliphatic chain; - 
R3 is a hydrogen atom or an optionally substituted heteroaliphatic, 
cycloaliphatic, heterocycloaliphatic, polycycloaliphatic, polyheterocyclo- 
30 aliphatic, aromatic or heteroaromatic group: 

and the salts, solvates, hydrates and N-oxides thereof. 
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It will be appreciated that compounds of formula (1 ) may have one or more 
chiral centres, and exist as enantiomers or diastereomers. The invention is- 
to be understood to extend to alt such enantiomers, diastereomers and 
mixtures thereof, including racemates. Formula (1) and the formulae 
5 hereinafter are intended to represent atl individual isomers and mixtures 
thereof, unless stated or shown otherwise. 

In the compounds according to the invention, integrin-binding groups 
represented by R 1 include for example those which are able to bind cu- or 
10 otv-integrins. Particular examples of such integrins include (X4P1 , C14P7 and 
avp3 integrins. 

In general, the term integrin-binding group is used herein in relation to R 1 
to mean any group which when part of the compound of formula (1) is able 

1 5 to interact with an integrin to modulate cell adhesion in vivo and achieve a 
therapeutic response. Typically the R 1 group may bind to the integrin in 
such a way that it modulates the interaction of the integrin with its ligand. 
Thus for example the R 1 group may inhibit binding of the ligand and 
decrease cell adhesion. Such a response enables appropriate R 1 groups 

20 to be readily identified using small scale routine in vitro screening assays 
to determine the degree of inhibition of integrin-ligand binding in the 
presence of a compound of formula (1). Examples of such screening 
assays are widely reported in the literature, for example in the papers and 
International patent specifications described above, and in the Examples 

25 hereinafter. 

Thus in general R 1 may be any group which when present in a compound 
of formula (1) is able to bind to an integrin such that the compound of 
formula (1) inhibits the binding of the integrin with its ligand with an IC50 of 
30 10|iM or below, particularly 1 or below, especially 500nM or below, e.g. 
in the range 0 .001 - SOOnM. 

Particular R 1 groups in compounds of the invention include those of 
formula Ar 1 L 2 Ar 2 Alk- wherein Ar 1 is an optionally substituted aromatic or 
35 heteroaromatic group, L 2 is a tinker atom or group, Ar 2 is an optionally 
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substituted phenylene or nitrogen-containing six-mem bered heteroarylene 
. group and Alk is a chain: 

-CH 2 -CH(R)- ( -CH=C(R)- ( -CH- or -C- 

5 CH 2 R CHR 

where R is a carboxylic acid (-CO2H) or a derivative or biostere thereof. 

R1 groups of this type are particularly useful for binding 04 integrins and 
compounds of formula (1) incorporating the Ar 1 L 2 Ar 2 Alk- function can be 
0 expected to inhibit 04 integrins such as a4pi and7or a4p7 at concentrations 
at which they generally have no or minimal inhibitory action on integrins of 
other a subgroups. Such compounds are of use in medicine, for example 
in the prophylaxis and treatment of immune or inflammatory disorders as 
described hereinafter. 

5- 

Optionally substituted aromatic groups represented by Arl when present in 
the group R 1 include for example optionally substituted monocyclic or 
bicyciic fused ring Ce-12 aromatic groups, such as phenyl, 1- or 2-naphthyl, 
1- or 2-tetrahydronaphthyl, indanyl or indenyl groups. 

20 

Optionally substituted heteroaromatic groups represented by the group AH 
when present in the group R 1 include for example optionally substituted 
C1-9 heteroaromatic groups containing for example one, two, three or four 
heteroatoms selected from oxygen, sulphur or nitrogen atoms. In general, 

25 the heteroaromatic groups may be for example monocyclic or bicyciic 
fused ring heteroaromatic groups. Monocyclic heteroaromatic groups 
include for example five- or six-membered heteroaromatic groups 
containing one, two, three or four heteroatoms selected from oxygen, 
sulphur or nitrogen atoms. Bicyciic heteroaromatic groups include for 

30 example eight- to thirteen-membered fused-ring heteroaromatic groups 
containing one, two or more heteroatoms selected from oxygen, sulphur or 
nitrogen atoms. 

Particular examples of heteroaromatic groups of these types include 
35 pyrrolyl, furyl, thienyi, imidazolyl, N-Ci-ealkylimidazolyl, oxazolyl, 
isoxazolyl, thiazoiyl, isothiazolyl, pyrazolyl, 1 ,2,3-triazolyl, 1,2,4-triazolyl, 
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1 .2.3- oxadiazolyl, 1 ,2.4-oxadiazolyl, 1 ,2,5-oxadiazolyl, 1 ,3,4-oxadiazolyl, 

1.3.4- thiadiazole, pyridyi, pyrimidinyl, pyridazinyl, pyrazinyt, 1,3,5-triazinyl, 
1,2,4-tria2inyl, 1,2,3-triazinyl, benzofuryl, [2,3-dihydro]benzofuryl, [2,3- 
dihydro]benzothienyl, benzothienyi, benzotriazolyl, indolyl, isoindolyl, 

5 benzimidazolyl, imidazo[1,2-a]pyridyl, benzothiazolyl, benzoxazblyl, 
benzopyranyl, [3,4-dihydro]benzopyranyl, quinazolinyl. quinoxalinyl, 
naphthyridinyl, especially 2,6-naphthyridinyl, pyrido[3,4-b]pyridyl. 
pyrido[3,2-b]pyridyl, pyrido[4,3-b]-pyridyl, quinolinyl, isoquinolinyl, 
tetrazolyl, 5,6,7, B-tetrahydroquinolinyl, 5,6,7,8-tetrahydroisoquinolinyl, and 

10 imidyl, e.g. succinimidyl, phthalimidyl, or naphthalimidyl such as 1,8- 
naphthalimidyl. 

Each aromatic or heteroaromatic group represented by the group Ar 1 may 
be optionally substituted on any available carbon or, when present, 

15 nitrogen atom. One, two, three or more of the same or different 
substituents may be present and each substituent may be selected for 
example from an atom or group -L 3 (Alk2)tL 4 (R 4 )u in which L 3 and L 4 , 
which may be the same or different, is each a covalent bond or a linker 
atom or group, t is zero or the integer 1 , u is an integer 1 , 2 or 3, Aik* is an 

20 aliphatic or heteroaliphatic chain and R 4 is a hydrogen or halogen atom or 
a group selected from optionally substituted Ci-6alkyl or C^b cycloalkyl, 
-OR 5 [where R 5 is a hydrogen atom, an optionally substitued Ci-ealkyI or 
C 3 - 8 cycloalkyl group], -SR 5 , -NR 5 R 6 [where R 6 is as just defined for R 5 
and may be the same or different], -N0 2 , -CN, -C0 2 R 5 . -SO3H, -SOR 5 , 

25 -SO2R 5 , -SO3R 5 . -OCO2R 5 , -CONR 5 R 6 , -OCONR5R 6 , -CSNR5R*. 
-COR5, -OCOR 5 , -N(R5)COR6, -N(R5)CSR6, -S0 2 N(R5)(R6), 
-N(R 5 )S0 2 R 6 . N(R 5 )CON(R 6 )(R 7 ) (where R 7 is a hydrogen atom, an 
optionally substituted Ci, 6 alkyl or Cs-scycloalkyl group], 
-N(R 5 )CSN(R 6 )(R 7 ) or -N(R 5 )S0 2 N(R 6 )(R 7 ), provided that when t is zero 

30 and each of L 3 and L 4 is a covalent bond then u is the integer 1 and R 4 is 
other than a hydrogen atom. 

When L 3 and/or L 4 is present in these substituents as a linker atom or 
group it may be any divalent linking atom or group. Particular examples 
35 include -O- or -S- atoms or -C(O)-, -C(0)0-, -OC(O)-, -C(S)-, -S(0)-." 
-S(0) 2 - t -N(R 8 )- [where R 8 is a hydrogen atom or an optionally 
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substituted Ci- 6 alkyl group], -N(R 8 )0-. -N(R 8 )N-, -CON(R 8 )-, 
-OC(0)N(R»K -CSN(R 8 )-, -N(R 8 )CO-. -N(R 8 )C(0)0-, -N(R 8 )CS-, 
-S(0) 2 N(R 8 )-, -N(R 8 )S(0) 2 -. -N(R 8 )CON(R 8 )-, -N(R 8 )CSN(R 8 )-, or 
-N(R B )S0 2 N(R 8 )- groups. Where the linker group contains two R 8 
substituents, these may be the same or different. 



When R 4 , R 5 , R 6 . R 7 and/or R 8 is present as a Ci-ealkyl group it may be 
a straight or branched Ci-ealkyI group, e.g. a Ci.3alkyl group such as a 
methyl or ethyl group, C3-scycloalkyl groups represented by R 4 , R 5 , R 6 , R 7 
10 and/or R 8 include C3-ecycloalkyl groups e.g. cyclopropyl, cyclobutyl, 
cyclopentyl and cyclohexyl groups. Optional substituents which may be 
20 present on such- alkyl and cycloalkyl groups include forexample one, two 

or three substituents which may be the same or different selected from 
halogen atoms, for example fluorine, chlorine, bromine or iodine atoms, or 
15 hydroxy or Ci-6alkoxy e.g. methoxy or ethoxy groups. 



When the groups R 8 and R 8 or R 8 and R 7 are both Ci-ealkyl groups these 
groups may be joined, together with the N atom to which they are 
attached, to form a heterocyclic ring. Such heterocyclic rings may be 
30 20 optionally interrupted by a further heteroatom selected from -0-, -S- or 

-IM(R 5 )-. Particular examples of such heterocyclic rings include piperidinyl, 
morpholinyl, thiomorpholinyl, pyrrolidinyl, imidazolidinyl and piperazinyl 
rings. 



25 When Alk 2 is present as an aliphatic or heteroaliphatic chain it may be for 
example any divalent chain corresponding to the below-mentioned 
aliphatic or heteroaliphatic group described for Alki or R 3 respectively. 

Halogen atoms represented by R 4 in the optional Ar 1 substituents include 
30 fluorine, chlorine, bromine, or iodine.atoms. 

Examples of the substituents represented by -L 3 (Alk 2 HL 4 (R 4 ) u when 
present in Ar 1 groups in compounds of the invention include atoms or 
groups -L 3 Alk 2 L 4 R 4 , -L 3 Alk 2 R 4 , -L 3 R 4 , -R4 and -Alk2R< wherein L 3 , Alk 2 , 
35 L 4 and R 4 are as defined above. Particular examples of such substituents 
include -L 3 CH 2 L 4 R 4 -L 3 CH(CH 3 )L 4 R 4 -L 3 CH(CH 2 ) 2 L 4 R 4 -L 3 CH 2 R 4 t 



55 



WO 00/73260 



PCT/CBOO/02020 



8 

-L3CH(CH 3 )R4, -L3(CH 2 ) 2 R 4 . -CH 2 R 4 , -CH(CH3)R 4 . -(CH 2 ) 2 R< and -R 4 
groups. 

Thus At 1 in compounds of the invention may be optionally substituted for 

5 example by one, two, three or more halogen atoms,' e.g. fluorine, chlorine, 
bromine or iodine atoms, and/or Chalky!, e.g. methyl, ethyl, n-propyl, i- 
propyl, n-butyl or t-butyl, C3-ecycloalkyl, e.g. cyclopropyl, cycfobutyl, 
cyclopentyl or cyclohexyl. Ci.ehydroxyalkyl, e.g. hydroxymethyl, 
hydroxyethyl or -C(OH)(CF3) 2 , carboxyCi-ealkyI, e.g. carboxyethyl, Ci- 

10 ealkylthio e.g. methylthio or ethylthio, carboxyCi-ealkylthio, e.g. 
carboxymethylthio, 2-carboxyethylthio or 3-carboxy-propylthio, Ci^alkoxy, 
e.g. methoxy or ethoxy, hydroxyCi- 6 aikoxy, e.g. 2-hydroxyethoxy, haloCv 
ealkyl. e.g. -CF 3 , -CHF 2 , CH 2 F, haloCi- 6 alkoxy, e.g. -OCF 3t -OCHF 2 , 
-OCH 2 F, Ci-6alkylamino, e.g. methylamino or ethylamino, amino (-NH 2 ), 

15 aminoCi^alkyl, e.g. aminomethyl or aminoethyl, Ci^dialkylamino. e.g. 
dimethylamino or diethylamino, Ci-ealkylaminoCi-6alkyt, e.g. 
ethylaminoethyl, d.e dialkylaminoCi-ealkyl, e.g. diethylaminoethyl, 
aminoCi-ealkoxy, e.g. aminoethoxy, Ci-ealkylaminoCi-salkoxy, e.g. 
methylaminoethoxy, Ci^dialkylaminoCi-ealkoxy, e.g. dimethylamino- 

20 ethoxy, diethylaminoethoxy, isopropylaminoethoxy, or dimethylamino- 
propoxy, nrtro, cyano, amidino, hydroxy! (-OH), formyl [HC(O)-], carboxyl 
(-C0 2 H) ( -C0 2 Alk 3 [where Alk 3 is as defined below for Alk 7 ], Ci-e alkanoyl 
e.g. acetyl, thiol (-SH), thioCi-ealkyI, e.g. thiomethyl orthioethyl, sulphonyl 
(-SO3H), -S0 3 Alk 3 , Ci-6alkylsulphinyl, e.g. methylsulphinyl, d- 

25 6a(kylsulphonyl, e.g. methylsulphonyl, aminosulphonyl (-S0 2 NH 2 ), C1.6 
alkylaminosulphonyl, e.g. methylaminosulphonyl or ethylaminosulphonyl, 
Ci-edialkylaminosulphonyl, e.g. dimethylaminosulphonyl or diethylamino- 
sulphonyl, phenylaminosulphonyl, carboxamido (-CONH 2 ), Ci-6alkyl- 
aminocarbonyl, e.g. methylaminocarbonyl or ethylaminocarbonyl, C1- 

30 edialkylaminocarbonyl, e.g. dimethylaminocarbonyl or diethylamino- 
carbonyl, aminoCi-6alkylaminocarbonyl, e.g. aminoethylaminocarbonyl, 
Ci-6dialkylaminoCi.6alkylaminocarbonyl, e.g. diethylaminoethylamino- 
carbonyl, aminocarbonylamino, Cvealkylaminocarbonylamino, e.g. 
methyiaminocarbonylamino or ethyiaminocarbonylamino, Ci-edialkylamin- 

35 ocarbonylamino, e.g. dimethylaminocarbonylamino or diethylamino^ 
carbonylamino, Ci^alkylaminocabonylCi^alkylamino, e.g. methylamino- 
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carbonylmethylamino, aminothiocarbonylamino, Ci-6alkylaminothio- 
carbonylamino, e.g. methylaminothiocarbonylamino or ethylaminothio- 
carbonylamino, Ci-edialkylaminothiocarbonylamino, e.g. dimethylamino- 
thiocarbonylamino or diethylaminothiocarbonylamino, Ci.6alkylamino- 

5 thiocarbonylCi^aikylamino, e.g. ethylaminothiocarbonyimethylamino, Ci. 
ealkylsulphonylamino, e.g. methylsulphonylamino or ethylsulphonylamino, 
Ci.6dialkylsulphonyiamino, e.g. dimethylsulphonylamino or diethyl- 
sulphonylamino, aminosulphonylamino (-NHSO2NH2), Ci^alkylamino- 
suiphonylamino; e.g. methylaminosutphonylamino or ethylaminosulphonyl- 

10 amino, Ci-6dialkylaminosulphonylamino, e.g. dimethylaminosulphonyi- 
amino or diethylaminosulphonylamino, Ci-ealkanoylamino, e.g. 
acetylamino, aminoCi-ealkanoyiamino e.g. aminoacetylaminp, Ci- 
6dialkylaminoCi-6"aikanoy lamino, e.g. dimethylaminoacetyiamino, C1- 
6alkanoyiaminoCi-6alkyl, e.g. acetylaminomethyl, Ci-6alkanoylaminoCi- 

15 6a»kylamino, e.g. acetamidoethylamino, Ci-6alkoxycarbonylamino, e.g. 
methoxycarbonylamino, ethoxycarbonylamino or t-butoxycarbonylamino 
groups. 

L 2 when present as part of the group R 1 in compounds of the invention 
20 may be a linker atom or group L 2a or a linker -Alk a (L 2i V where Alk a is an 
optionally substituted aliphatic or heteroaliphatic chain as previously 
defined for Alk 2 , and L 2a is a linker atom or group as described above for 
L 3 and L 4 and y is zero or the integer 1 . 

25 Optionally substituted nitrogen-containing six-membered heteroarylene 
groups represented by Ar 2 when present as part of the group R 1 include 
optionally substituted pyridiyl, pyrimidindiyl, pyridazindiyl, pyrazindiyl and 
triazindiyl groups. Each group may be attached to the remainder of the 
molecule through any available ring carbon atoms. 

30 

The phenylene and nitrogen-containing heteroarylene groups represented 
by Ar 2 may be optionally substituted by one or two substituents selected 
from the atoms or groups -L 3 (AIk 2 )tL 4 (R 4 )u described herein. Where two 
of these atoms or groups are present they may be the same or different. 
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When the group R is present in R 1 in compounds of the invention as a 
derivative of a carboxylic acid it may be for example a carboxylic acid ester 
or amide. Particular esters and amides include -C02Alk 7 and -CONR 5 R 6 
groups as defined herein. When R is a biostere of a carboxylic acid it may 
5 be for example a tetrazole or other acid such as phosphonic acid, 
phosphinic acid, sulphonic acid, sulphinic acid or boronic acid or an 
acylsulphonamide group. 

When the group R 2 is present in compounds of the invention as a Ci-ealkyl 
10 group it may be for example a straight or branched Chalky! group, e.g. a 
Ci-3alkyl group such as a methyl or ethyl group. - 

The linker atom or group represented by L 1 in compounds of formula (1) 
may be any linker atom or group as described above for the linker atom or 
15 group L 3 . - 

When the group Alk 1 is present in compounds of formula (1) as an 
optionally substituted aliphatic chain it may be an optionally substituted Ci. 
10 aliphatic chain. Particular examples include optionally substituted 
20 straight or branched chain C1-6 alkylene, C 2 -6 alkenylene, or C2-6 
alkynylene chains. 

Particular examples of aliphatic chains represented by Alk 1 include 
optionally substituted -CH 2 -, -(CH 2 )2-, -CH(CH3)CH2-. -(CH 2 )2CH2-. 
25 -(CH 2 ) 3 CH 2 -. -CH(CH 3 )(CH 2 )2-, -CH 2 CH(CH 3 )CH2-, -C(CH 3 ) 2 CH 2 - 
-CH 2 C(CH 3 ) 2 CH 2 -, -(CH 2 ) 2 C(CH 3 ) 2 CH 2 -, -<CH 2 )4CH2-. -(CH 2 >5CH 2 - 
-CHCH-, -CHCHCH2-, -CH 2 CHCH-, -CHCHCH2CH2-. -CH 2 CHCHCH 2 -, 
-(CH 2 ) 2 CHCH-, -CC-, -CCCH2-, -CH 2 CC-, -CCCH2CH2-, -CH 2 CCCH 2 - or 
-<CH 2 ) 2 CCH- groups. 

30 

Heteroaliphatic groups represented by the group R 3 in the compounds of 
formula (1 ) include the aliphatic chains just described for Alk 1 but with each 
containing a terminal hydrogen atom and additionally containing one, two, 
three or four heteroatoms or heteroatom-containing groups. - Particular 
35 heteroatoms or groups include atoms or groups L 5 where L 5 is as defined 
above for L 3 when L 3 is a linker atom or group. Each L 5 atom or group 
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may interrupt the aliphatic group, or may be positioned at its terminal 
xarbon atom to connect the group to an adjoining atom or group. 
Particular examples include optionally substituted -L 5 CH3, -CH2L 5 CH3 , 
-L5CH 2 CH3, -CH 2 L5CH 2 CH 3 , -(CH 2 )2L 5 CH 3l -(CH 2 ) 3 L 5 CH 3 . -L 5 (CH 2 ) 3 . 
5 and -(CH 2 ) 2 L 5 CH 2 CH3 groups. 

The optional substituents which may be present on aliphatic or 
heteroaliphatic chains represented by AllO and R 3 respectively include 
one, two, three or more substituents where each substituent may be the 

10 same or different and is selected from halogen atoms, e.g. fluorine, 
chlorine, bromine or iodine atoms, or -OH, -C0 2 H, -C0 2 R 9 where R 9 is 
an optionally substituted straight or branched Ci-6alky I group as defined 
above for.R*, -CONHR 9 , -CON(R a ) 2 , -COCH 3 , Ci-ealkoxy, e.g. methoxy 
or ethoxy, thiol, -S(0)R 9 , -S(0) 2 R 9 , Ci. 6 alkylthio e.g. methylthio or 

15 ethylthio, amino or substituted amino groups. Substituted amino groups 
include -IMHR 9 and -N(R 9 ) 2 groups . Where two R 9 groups are present in 
any of the above substituents these may be the same or different. 

Optionally substituted cycloaliphatic groups represented by the group R 3 in 
20 compounds of the invention include optionally substituted C3-10 
cycloaliphatic groups. Particular examples include optionally substituted 
C3-10 cycloaikyl, e.g. C3.7 cycloalkyl or C3-10 cycloalkenyl, e.g C3-7 
cycloalkenyl groups. 

25 Optionally substituted heterocycloaliphatic groups represented by the 
group R 3 include optionally substituted C3-ioheterocycloaliphatic groups. 
Particular examples include optionally substituted C3-ioheterocycloalkyl, 
e.g. C3.7 heterocycloalkyl, or C 3 -ioheterocycloalkenyl, e.g. C3-7 
hetercycloalkenyl groups, each of said groups containing one, two, three 

30 or four heteroatoms or heteroatom-containing groups L 5 as defined above. 

Optionally substituted polycycloaliphatic groups represented by the group 
r3 include optionally substitued C7.10 bi- or tricycloalkyl or C7-iobi- or 
tricycloalkenyl groups. Optionally substituted polyheterocycloaliphatic 
35 groups represented by the group R 3 include the optionally substituted 
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polycycloalkyi groups just described, but with each group additionally 
containing one, two, three or four I s atoms or groups. 

Particular examples of cycloaliphatic, polycycloaliphatic, heterocyclo- 
5 aliphatic and polyheterocycloaliphatic groups represented by the group R 3 
include optionally substituted cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cycloheptyl, 2-cyclobuten-1-yl, 2-cyclopenten-1-yl, 3- 
cyclopenten-1-yl, adamantyl, norbornyl, norbomenyl, tetrahydrofuranyl, 
pyrroline, e.g. 2- or 3-pyrrolinyl, pyrrolidinyl, pyrrolidinone, oxazolidinyl, 
10 oxazoiidinone, dioxolanyl, e.g. 1,3-dioxolanyl, imidazolinyl, e.g. 2- 
imidazolinyl, imidazolidiny!, pyrazolinyl, e.g. 2-pyrazolinyl, pyrazolidinyl, 
20 pyranyl, e.g. 2- or 4-pyranyl,- piperidinyl, piperidinone, 1 ,4-dioxanyl, 

morpholinyl, morpholinone, 1,4-dithianyl, thiomorpholinyl, piperazinyl, 
1,3,5-trithianyl, oxazinyl, e.g. 2H-1.3-, 6H-1.3-, 6H-1.2-. 2H-1.2- or 4H-1,4- 
15 oxazinyl, 1,2,5-oxathiazinyl, isoxazinyl, e.g. o- or p-isoxazinyl, 
25 oxathiazinyl, e.g. 1 ,2,5 or 1 ,2,6-oxathiazinyl, or 1 ,3,5,-oxadiazinyl groups. 

The optional substituents which may be present on the cycloaliphatic, 
polycycloaliphatic, heterocycloaliphatic or polyheterocycloaliphatic groups 
30 „ 20 represented by the group R 3 include one, two, three or more substituents 

each selected from halogen atoms, e.g. fluorine, chlorine, bromine or 
iodine atoms, or d-ealkyl. e.g. methyl or ethyl, haloCi-ealkyl, e.g. 
halomethyl or haloethyl such as difluoromethyl or trifluoromethyl, optionally 
35 substituted by hydroxyl, e.g. -C(OH)(CF 3 )2, Ci-$alkoxy; e.g. methoxy or 

25 ethoxy, haloCi. 6 alkoxy, e.g. halomethoxy or haloethoxy such as 
difluoromethoxy or trifluoromethoxy, thiol, Ci-6alky>thio e.g. methylthio or 
ethylthio, or -(Alk 4 )vR 10 groups in which Alk 4 is a straight or branched Ci- 
3alkylene chain, v is zero or an integer 1 and R 10 is a -OH, -SH, 
-N(R 11 )2, (in which R 11 is an atom or group as defined herein for R 8 ) -CN, 
30 -C0 2 R 11 . -N0 2 , -CON(Rl1) 2t -CSN(R"te. -COR 11 , -CSN(R 11 ) 2 . 
-N(R 11 )COR 11 , -N(R 11 )CSR 11 , -S0 2 N(R 11 te, -N(R 11 )S0 2 R 11 , 
^(R^JCO^R 11 ^, -N(R 11 )CSN(R 11 ), N(R 11 )S0 2 N(R 11 ) 2 or optionally 
substituted phenyl group. Where two R 11 atoms or groups are present in 
these substituents these may be the same or different. Optionally 
35 substituted phenyl groups include phenyl substituted by one, two or three 
of the R 1 3 groups described below 
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Additionally, when the group R 3 is a heterocycloaliphatic group containing 
one or more nitrogen ato*ms~each nitrogen atom may be optionally 
substituted by a group -(L6) p (Alk$)qR 12 in which L 6 is -C(0)-, -C(0)0-, 
5 -C(S)-. -S(0)2-. -CON(R 11 )-, -CSN(R 11 )- or S0 2 N(R 11 )-; p is zero or an 
integer 1 ; A!k 5 is an optionally substituted aliphatic or heteroaliphatic chain; 
q is zero or an integer 1; and R 12 is a hydrogen atom or an optionally 
substituted cycloaliphatic, heterocycloaliphatic, polycycloaliphatic, 
polyheterocycloaliphatic, aromatic or heteroaromatic group. 

10 

Optionally substituted aliphatic or heteroaliphatic chains represented by 
Alk 5 include those optionally substituted chains described above for Alk 1 
and R 3 respectively. 

15 Cycloaliphatic, heterocycloaliphatic, polycycloaliphatic or polyheterocyclo- 
aliphatic groups represented by R 12 include those groups just described 
for the group R 3 . Optional substituents which may be present on these 
groups include those described above in relation to Alk 1 and R 3 aliphatic 
and heteroaliphatic chains. 

20 

When the group R 3 is an optionally substituted aromatic or heteroaromatic 
group it may be for example an aromatic or heteroaromatic group as 
described herein for the group Ar 1 . 

25 Optional substituents which may be present on the aromatic or 
heteroaromatic groups represented by the group R 3 include one, two, 
three or more substituents, each selected from an atom or group R 13 in 
which R 13 is -R 13a or -Altf(R 13a )m. where R 13a is a halogen atom, or an 
amino (-NH2), substituted amino, nitro, cyano, amidino, hydroxyl (-OH), 

30 substituted hydroxyl, formyl, carboxyl (-C02H), esterified carboxyl, thiol 
(-SH), substituted thiol, -COR 14 [where R 14 is an -Alk®(R 13a ) m . 
cycloaliphatic, heterocycloaliphatic, aryl or heteroaryl group], -CSR 14 
-SO3H, -SOR 14 ; -SO2R 14 -SO3R 14 , -SO2NH2, -SO2NHR 14 S0 2 N(R 14 ) 2( 
-CONH2. -CSNH 2 , -CONHR 14 , -CSNHR 14 , -CON[R 14 ]2. -CSN(R 14 ) 2 , 

35 -N(R 11 )S0 2 R 14 . -N(S0 2 R 14 )2, -NH(R 11 )S0 2 NH 2 . -N(R 11 )S0 2 NHR 14 
-N(R 11 )S0 2 N(R 14 )2, -N(R 11 )COR 14 , -N(R 11 )CONH 2 , -N(R 11 )CONHR 14 , 
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-N<Rii)CON(Ri 4 fe, -N(R")CSNH 2 , -N(R 11 )CSNHR1 4 , .N(R")CSN(R1 4 ) 2 . 
44(R 11 )CSR 14 -N(R11)C(0)0R 14 , -S0 2 NHetl [where -NHel 1 is an 
optionally substituted C5-7cyclicamino group optionally containing one or 
more other -0- or -S- atoms or -N(R 11 K -C(O)-, -C(S)- ( S(O) or -S(0) 2 
5 groups], -CONHet\ -CSNHet', -N(R")S0 2 NHeti, 4g(R")C0NHet\ 
-N(R 11 )CSNHet 1 , -S0 2 N(R 11 )Het 2 [where Het 2 is an optionally substituted 
monocyclic Cs.7carbocyclic group optionally containing one or more -O- or 
-S- atoms or -N(R^h -C(O)- or -C(S)- groups], -Het 2 , -CON(R")Het 2 , 
-CSN(R 11 )Het 2 -N(R")CON(R")Het 2 , -N(R 11 )CSN(R")Het 2 , cyclo-" 
10 aliphatic, heterocycloaliphatic, aryl or heteroaryl group; Alk 6 "is a straight or 
branched Ci-6alkylene, C^alkenylene or C 2 -ealkynylene chain, optionally 
20 interrupted by one, two or three -O- or -S- atoms or -S(0) n [where n is_an 

integer 1 or 2] or -N(R 15 )- groups [where R 15 is a hydrogen atom or Ci- 
6 alkyl, e.g. methyl or ethyl group]; and m is zero or an integer 1, 2 or 3. It 
15 will be appreciated that when two R 11 or R 14 groups are present in one of 
25 the above substituents, the R 11 or R 14 groups may be the same or 

different. 

When in the group -Alk 6 (R 138 ) m "m is an integer 1, 2 or 3, it is to be 
30 20 understood that the substituent or substituents R 13a may be present on 

any suitable carbon atom in -Alk 6 . Where more than one R 13a substituent 
is present these may be the same or different and may be present on the 
same or different atom in -Alk 6 . Clearly, when m is zero and no 
35 substituent R 13a is present the alkylene, alkenylene or alkynylene chain 

25 represented by Alk 6 becomes an alkyl, aikenyl or alkynyl group. 

When R 13a is a substituted amino group it may be for example a group 
40 -NHR 14 [where R 14 is as defined above] or a group -N(R 14 fe wherein each 

R 14 group is the same or different. 

30 

When R 13a is ahalogen atom it may be for example a fluorine, chlorine, 
45 - bromine, or iodine atom. 

When R 13a is a substituted hydroxyl or substituted thiol group it may be for 
35 example a group -OR 14 or a -SR 14 or -SC(=NH)NH 2 group respectively. 

50 
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Esterrfied carboxyl groups represented by the group R 13a include groups of 
formula -C0 2 Alk 7 wherein Alk 7 is a straight or branched, optionally 
substituted d-ealkyl group such as a methyl, ethyl, n-propyl, i-propyl, n- 
" butyl, i-butyl, s-butyl or t-butyl group; a C6-i2arylCi.ealkyl group such as an 

5 optionally substituted benzyl, phenylethyl, phenylpropyl, 1-naphthylmethyl 
or 2-naphthylmethyl group; a C6-i2ary' 9 rou P such as an °P tio n al, y 
substituted phenyl, 1-naphthyl or 2-naphthyl group; a C6-i2aryloxyCi-ealkyl 
group such as an optionally substituted phenyloxymethyl, phenyloxyethyl, 
1-naphthyioxymethyl, or 2-naphthyloxymethyl group; an optionally 

10 substituted Ci-salkanoyloxyCvsalkyl group, such as a pivaloyloxymethyl, 
propionyloxyethyl or propionyloxypropyl group; or a C6-i2aroyloxyCi.salkyl 
group such as an optionally substituted benzoyloxyethyl or benzoyloxy- 
propyl group. Optional substituents present on the Alk 7 group include R 13a 
substituents described above. 

15 • ~ 

When Alk 6 is present in or as a substituent it may be for example a 
methylene, ethylene, n-propylene, i-propylene, n-butylene, i-butylene, s- 
butylene, t-butylene, ethenylene, 2-propenylene, 2-butenylene, 3- 
butenylene, ethynylene, 2-propynylene, 2-butynylene or 3-butynylene 

20 chain, optionally interrupted by one, two, or three -O- or -S-, atoms or 
-S(Oh -S(0) 2 - or -N(R 9 )- groups. 

Cycloaliphatic or heterocycloaliphatic groups represented by the groups 
Ri3a or r14 include those optionally substituted C^iocycloaiiphatic or C3-10 
25 heterocycloaliphatic groups described above for R 3 . 

Aryl or heteroaryl groups represented by the groups R 13a or R 14 include 
mono- or bicyclic optionally substituted Ce-12 aromatic or C1-9 
heteroaromatic groups as described above for the group Ar 1 . The 
30 aromatic and heteroaromatic groups may be attached to the remainder of 
the compound of formula (1 ) by any carbon or hetero e.g. nitrogen atom as 
appropriate. 

When -NHet 1 or -Het 2 forms part of a substituent R 13 each may be for 
35 example an optionally substituted pyrrolidinyl, pyrazolidinyl, piperazinyl, 
morphoiinyl, thiomorpholinyl, piperidinyl or thiazolidinyl group. Additionally 
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Het2 may represent for example, an optionally substituted cyclopentyl or 
cyclohexyl group. Optional substituents which may be present on -NHet 1 
or -Het 2 include those R 7 substituents described above. 

5 Particularly useful atoms or groups represented by R 1 3 include fluorine, 
chlorine, bromine or iodine atoms, or Ci-6alkyl, e.g. methyl, ethyl, n-propyl, 
i-propyl, n-butyl or t-butyl, optionally substituted phenyl, pyridyl, pyrimidinyl, 
pyrrolyl, furyl, thiazolyl, thienyl, morpholinyl, thiomorpholinyl, piperazinyl, 
e.g. t-butyloxycarbonylpiperazinyl, pyrrolidinyl, dioxolanyl, dioxanyl, 

0 oxazolidinyl, thiazolidinyl, imidazolidinyl or piperidinyl, Ci-6hydroxya!kyl. 
e.g. hydroxymethyl or hydroxyethyl, carboxyCvsalkyl, e.g. carboxyethyl, 
Ci-6alkylthio e.g. methylthio or ethylthio. carboxyd-ealkylthio, e.g. 
carboxymethylthio, 2-carboxyethylthio or 3-carboxypropylthio, Ci-6alkoxy, 
e.g. methoxy or ethoxy, hydroxyCi- 6 alkoxy, e.g. 2-hydroxyethoxy, 

5 optionally substituted phenoxy, pyridyloxy, thiazolyoxy, phenylthio or 
pyridylthio, C 4 -7cycloalkyl, e.g. cyclobutyl, cyclopentyl, es-7cycloalkoxy, 
e.g. cyclopentyloxy, haloCi-6alkyl, e.g. tnfluoromethyl, haloCi-ealkoxy, e.g. 
trifluoromethoxy, d-ealkylamino, e.g. methylamino, ethylamino or 
propylamino, C6-12arylC1-6alkylamino, e.g.benzylamino, 4-fluorobenzyl- 

20 amino or 4-hydroxyphenylethylamino, amino (-NH2). aminoCi^alkyl, e.g. 
aminomethyl or aminoethyl, Ci-edialkylamino, e.g. dimethylamino or 
diethylamino, aminoC1-6alkylamino, e.g. aminoethyiamino or aminopropyl- 
amino, optionally substituted Het 1 NCi^alkylamino, e.g. 3-morpholino- 
propylamine Ci-6alkylaminoCi.6alkyl, e.g. ethylaminoethyl, d-edialkyl- 

25 aminoCi^alkyl, e.g. diethylaminoethyl, aminoCi-6alkoxy, e.g. aminoethoxy, 
Ci-ealkylaminoCvealkoxy. e.g. methylaminoethoxy, Ci^dialkylaminoCi. 
ealkoxy, e.g. dimethylaminoethoxy, diethylaminoethoxy, diisopropylamino- 
ethoxy, or dimethylaminopropoxy, hydroxyCi- 6 alkylamino, e.g. 2-hydroxy- 
ethylamino, 3-hydroxypropylamino or 3-hydroxybutylamino, imido, such as 

30 phthalimido or naphthalimido, e.g. 1,8-naphthalimido, nitro, cyano, 
amidino, hydroxy! (-OH), formyl [HC(O)-], carboxyl (-C0 2 H), -C0 2 Alk 7 
[where Alk 7 is as defined above], C1-6 alkanoyl e.g. acetyl, propyryl or 
butyryl, optionally substituted benzoyl, thiol (-SH), thioCi-6alkyl, e.g. 
thiomethyl or thioethyl, -SC(=NH)NH 2 , sulphonyl (-SO3H), -S0 3 Alk 7 , C1- 

35 ealkytsulphinyl, e.g. methylsulphinyl, ethylsulphihyl or propylsulphinyl, C1- 
ealkylsulphonyl, e.g. methylsulphonyl, ethylsulphonyl or propylsulphonyl, 
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aminosulphony! (-S0 2 NH 2 ) ( Ci. 6 alkylaminosulphonyl, e.g. 
methylaminosulphonyl, ethylaminosulphonyl or propylaminosulphonyl Ci- 
edialkylaminosulphonyl, e.g. dimethylaminosulphonyl or diethylamino- 
sulphonyl, phenylaminosulphonyl, carboxamido (-CONH 2 ), Ci-ealkyiamino- 

5 carbonyl, e.g. methylaminocarbonyl, ethylaminocarbonyl or propylamino- 
carbonyl, Ci-edialkylaminocarbonyl, e.g. dimethylaminocarbonyl or 
diethylaminocarbonyl, aminoCi-ealkylaminocarbonyl, e.g. aminoethyl- 
aminocarbonyl. Ci-6alkylaminoCi-6alkylaminocarbonyire.g. methylamino 
... ethylaminocarbonyl, Ci. 6 dialkylaminoCi-6alkylaminocarbonyl t e.g. diethyl- 

10 aminoethylaminocarbonyl, aminocarbonylamino, Ci-6alkylaminocarbonyl- 
amino, e.g. methylaminocarbonylamino or ethylaminocarbonylamino, Ci- 
6dialkyiaminocarbonylamino, e.g. dimethylaminocarbonylamino- or diethyl- 
aminocarbonylamino, CvealkylaminocabonylCi-ealkylamino, e.g. methyl- 
aminocarbonylmethylamino, aminothiocarbonylamino, Ci-6alkylaminothio- 

15 carbonylamino, e.g. methylaminothiocarbonylamino or ethylaminothio- 
carbonylamino, Ci^dialkylaminothiocarbonylamino, e.g. dimethylamino- 
thiocarbonylamino or diethylaminothiocarbonylamino, Ci^alkylaminothio- 
carbonylCi-6alkylamino, e.g. ethylaminothiocarbonytmethylamino, 
-CONHC(=NH)NH2, Ci-ealkylsulphonylamino, e.g. methylsulphonylamino 

20 or ethylsulphonylamino, haloCvsalkylsulphonylamino, e.g. trifluaromethyl- 
suiphonylamino, Ci-edialkylsulphonylamino, e.g. dimethylsulphonylamino 
or diethylsulphonylamino, optionally substituted phenylsulphonyiamino, 
aminosulphonylamino (-NHSO2NH2), Ci^alkylaminosuiphonylamino, e.g. 
methylaminosulphonylamino or ethylaminosulphonylamino, Ci-6dialkyl- 

25 aminosulphonylamino, e.g. dimethylaminosulphonylamino or diethylamino- 
sulphonylamino, optionally substituted morpholinesulphonylamino or 
morpholinesulphonylCi.6alkylamino, optionally substituted phenylamino- 
sulphonylamino, Ci^alkanoylamino, e.g^ acetylamino, aminoCi-ealkanoyl- 
amino e.g. aminoacetylamino, Ci-edialkylaminoCi-ealkanoylamino, e.g. 

30 dimethylaminoacetylamino^i^alkanoylaminoCi-ealkyl, e.g. acetylamino- 
methyl, Ci-ealkanoylaminoCi-ealkylamino, e.g. acetamidoethylamino, Ci- 
6 alkoxycarbonylamino, e.g. methoxycarbonylamino, ethoxycarbonylamino 
or t-butoxycarbonylamino or" optionally substituted benzyloxy, 
pyridylmethoxy, thiazolylmethoxy, benzyloxycarbonylamino, benzyloxy- 

35 carbonylaminoCi. 6 alkyl e.g. benzyloxycarbonylaminoethyl, thiobenzyl, 
pyridylmethylthio or thiazolylmethylthio groups. 
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Where desired, two R 13 substituents may be linked together to form a 
cyclic group such as a cyclic ether, e.g. a Ci-ealkylenedioxy group such as 
methylenedioxy or ethylenedioxy. 



It will be appreciated that where two or more R 13 substituents are present, 
these need not necessarily be the same atoms and/or groups. In general, 
15 the substituent(s) may be present atjany available ring position in the 

aromatic or heterparomatic group represented by R 3 



10 



The presence of certain substituents in the compounds of formula (1) may 
20 enable salts of the compounds to be formed. Suitable sajts include 

pharmaceutical^ acceptable salts, for example acid addition salts derived 
from inorganic or organic acids, and salts derived from inorganic and 
15 organic bases. 



Acid addition salts include hydrochlorides, hydrobromides, hydroiodides, 
alkylsulphonates, e.g. methanesulphonates, ethanesulphonates, or 
isothionates, arylsulphonates, e.g. p-toluenesulphbnates, besylates or 
30 20 napsylates, phosphates, sulphates, hydrogen sulphates, acetates, 

trrfluoroacetates, propionates, citrates, maleates, fumarates, malonates, 
succinates, lactates, oxalates, tartrates and benzoates. 

3 5 Salts derived from inorganic or organic bases include alkali metal salts 

25 such as sodium or potassium salts, alkaline earth metal salts such as 
magnesium or calcium salts, and organic amine salts such as morpholine, 
piperidine, dimethylamine or diethylamine salts. 



Particularly useful salts of compounds according to the invention include 
30 pharmaceutical^ acceptable salts, especially acid addition pharma- 
ceuticaliy acceptable salts. 

In the compounds according to the invention the group R 1 is preferably an 
Afi |_2at2 Alk- group. In compounds of this type Ar 1 is preferably an 
35 optionally substituted phenyl, monocyclic^heteroaromatic or bjcyclic 
heteroaromatic group. Particularly useful monocyclic heteroaromatic 
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groups are optionally substituted five- or six-membered heteroaromatic 
groups as described previously, especially five- or six-membered 
heteroaromatic groups containing one or two heteroatoms selected from 
oxygen, sulphur or nitrogen atoms. Nitrogen-containing groups are 
5 especially useful, particularly pyridyl or pyrimidinyl groups. Particularly 
useful substituents present on these Ar 1 groups include halogen atoms or 
optionally substituted alkyl, -OR 5 . -SR 5 . -NR5R6, -C0 2 H, -C0 2 CH 3) -N0 2 
15 or _CN groups as described above in relation to the compounds of formula 

(1). Particularly useful bicyclic heteroaromatic groups represented by Ar 1 
10 include optionally substituted ten-membered fused-ring heteroaromatic 
groups containing one or two heteroatoms, especially nitrogen atoms. 
20 Particular examples include optionally substituted naphthyridinyl, 

especially 2,6-naphthyridinyl t quinolinyl and isoquinolinyl, especially 
isoquinolin-1-yl groups. Particular optional substituents include those just 
15 described for monocyclic heteroaromatic groups. - - 



25 
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A particularly useful group of compounds according to the invention has 
the formula (2a): 



30 R is R 2 

, L 2 Ar 2 Alk— N y L 1 (Alk 1 ) n R 3 



20 




(2a) 



wherein -W= is -CH= or -N=; 

R16 and R 17 , which may be the same or different is each a hydrogen atom 
or an atom or group -lJ(Alk 2 )tL4(R<) u in which L* t Alk*. t t R^ and u are 
25 as defined previously; 

L 1 , L 2 , Ar2 t Alk, R 2 , Alk^ , n and R 3 are as defined for formula (1 ); 
and the salts, solvates, hydrates and N-oxides thereof. 



30 



-W= in compounds of formula (2a) is preferably -N= 

R16 and R 17 in compounds of formula (2a> is each preferably as 
particularly described above for compounds of formula (1), other than a 
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hydrogen atom. Particularly useful R 16 and.R 17 substituents include 
halogen atoms, especially fluorine or chlorine atoms, or methyl, 
halomethyl, especially -CF 3 , -CHF 2 or -CH 2 F, methoxy or halomethoxy, 
especially -OCF3, -OCHF 2 or -OCH 2 F groups. 

A further particularly useful group of compounds according to the invention 
has the formula (2b): 

- - " - . R 2 - " 

.N^ ^A^AIk-N^ / L 1 (Alk l ) ft R 3 

A 



(2b) 

wherein.R 16 , L 1 , L 2 , Ar 2 Alk, R 2 , Alk 1 , n and R 3 are as defined for formula 
(2a); 

g is zero or the integer 1 ,2, 3 or 4; 

and the salts, solvates, hydrates and N-oxides thereof. 




Each R 16 atom or group in compounds of formula (2b) may be 
independently selected from an atom or group -L 3 (Alk 2 )tL 3 (R 4 ) u in which 
L 3 Alk 2 , t, L 4 , R 4 and u are as previously defined. Particularly useful R 16 
substituents when present in compounds of formula (2b) include halogen 
20 atoms, especially fluorine, chlorine or bromine atoms, or methyl, 
halomethyl, especially -CF3. methoxy or halomethoxy, especially -OCF3, 
-CN, -C0 2 Me, -N0 2 , amino.(-NH 2 ), substituted amino (-NR 5 R 6 ) and 
-IM(R 5 )COCH3, especially -NHCOCH3 groups. 

25 In one preferred group of compounds of formula (2b) each R 16 is a 
hydrogen atom. 

Another particularly useful group of compounds according to the invention 
has the formula (2c): 



30 
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R2 




wherein* R 16 , g, L 1 , L 2 , Ar 2 Alk, R 2 , Alk 1 , n and R 3 are as defined for 
formula (2b); 

5 and the carbon atoms at positions 6 and 7 of the naphthyridine ring are 
indicated with the appropriate numerals; 
and the salts, solvates, hydrates and N-oxides thereof. 

Each R 1 .? atom or group in compounds of formula (2c) may be 
1 0 independently selected for an atom or group -L 3 (Alk 2 )tL 4 (R 4 )u in which L V 
Alk 2 , t, L 4 , R 4 and u are as previously defined. Particularly useful R 16 
substituents when present in compounds of formula (2c) include halogen 
atoms, especially fluorine or chlorine atoms, methyl, halomethyl, especially 
-CF 3) methoxy or hatomethoxy, especially -OCF3, -CN, -CO^Me, -NO2, 
15 amino (-NH 2 ), substituted amino (-NR 5 R 6 ) and -N(R 5 )COCH 3 , especially 
-NHCOCH3 groups. 

In one preferred group of compounds of formula (2c) g is the integer 1 and 
R16 is a methoxy group, especially a methoxy group present at the 6- 
20 position. In another preferred group of compounds of formula (2c) g is the 
integer 2 and each R 16 group is a methoxy group, especially a methoxy 
group present at the 6- and 7-positions. 

Alk in compounds of the invention is preferably: 
25 -CH- or, especially, -CH 2 CH(R)-. 
I 

CH 2 R 



R in the compounds of formulae (1), (2a), (2b)_and (2c) is preferably a 
30 -CO2H group. 



WO 00/73260 



PCT/GBOO/02020 



22 

In general in compounds of formulae (1), (2a), (2b) and (2c) R 2 is 
preferably a hydrogen atom. - ~~ 

5 In general in compounds of formula (2a) L 2 is preferably L 2a where L 2a is 
a -CON(R 8 )- group, especially -CONH-. 

In general in compounds of formulae (2b) and (2c) L 2 is. preferably L 2a 
where L 2a is an -0- atom or -N(R B )- group. An especially useful -N(R 8 )- 
10 group is -NH-. 

The group Ar 2 in compounds of formulae (1), (2a), (2_b) and (2c) is 
preferably an optionally substituted phenylene group. Particularly useful 
groups include optionally substituted 1 ,4-phenylene groups. 

15 

. In general in compounds of formulae^ ), (2a), (2b) and (2c) when n is zero 
or the integer 1 the group R 3 may especially be a hydrogen atom or an 
optionally substituted heteroaliphatic, cycloaliphatic, heterocycloaliphatic, 
aromatic or heteroaromatic group as defined herein. Particularly useful 

20 groups of this type include optionally substituted C2-6heteroalkyl, 
particularly Ci- 3 alkoxyCi-3alkyl, especially methoxypropyl, optionally 
substituted C3-7cycloalkyl, especially optionally substituted cyclopropyi, 
cyclobutyl, cyclopentyl, cyclopropyi or cyclohexyl, optionally substituted 
Cs-7heterocycloaliphatic, especially optionally substituted pyrrolidinyl, 

25 piperidinyl or thiazolidinyl, especially optionally substituted phenyl and 
optionally substituted Cs^heteroaromatic, especially optionally substituted 
pyridyl, pyrimidinyl or triazinyl groups. Optional substituents on these 
groups include in particular R 13 atoms or groups where the group is an 
aromatic or heteroaromatic group and halogen atoms or Ci^alkyl, 

30 especially methyl, haloCi-ealkyl, especially trifluorom ethyl, Cvealkoxy, 
especially methoxy, haioCi-6alkoxy ( especially trifluoromethoxy or 
-(L 6 )p(Alk 5 )qR 12 groups as described earlier where the group is a nitrogen- 
containing heterocycloaliphatic group such as a pyrrolidinyl, piperidinyl or 
thiazolidinyl group. Particularly useful -(L6) p (Alk5) q Ri2 groups include 

35 _ those in which L 6 is a -CO- group. Alk 5 in these groups is preferably 
present (i.e. q is preferably an integer 1) and in particular is a -CH2- chain. 
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Compounds of this type in which R 12 is a hydrogen atom or an optionally 
substituted aromatic or heteroaromatic group, especially an optionally 
.substituted phenyl, pyridyl or imidazolyl group are particularly preferred. 

In one preferredxlass of compounds of formulae (1), (2a), (2b) and (2c) L 1 . 
is present as a -N(R 8 )- group. Particularly useful -N(R 8 )- groups include - 
-NH-, -N(CH 3 h -N(CH 2 CH 3 )- and -N(CH 2 CH 2 CH 3 )- groups. In this class 
of compounds n is preferably the integer 1 and Alk 1 is preferably an 
optionally substituted straight or branched Ci^alkylene chain. Particularly 
useful Alk 1 chains include -CH 2 -, -CH 2 CH 2 -, -CH 2 CH 2 CH 2 -, 
-CH(CH 3 )CH 2 - and -CfCHsfeCH^. R 3 in this class of compounds is 
preferably a hydrogen atom - 

In another preferred class of compounds of formulae (1), (2a), (2b) and 
(2c) L 1 is a covalent bond, n is the integer 1 and Alk 1 is an optionally 
substituted straight or branched Cvealkylene chain. Particularly useful 
Alk 1 chains include optionally substituted -CH 2 - t -CH 2 CH 2 -, 
-CH2CH2CH2- and -CH(CH 3 )CH 2 - and especially -C(CH 3 ) 2 CH2- chains. 
r3 in this class of compounds is preferably a hydrogen atom. A most 
especially useful optionally substituted Alk 1 R 3 group is -C(CH 3 ) 3 . 

In another preferred class of compounds of fomulae (1), (2a), (2b) and 
(2c), L 1 is a covalent bond, n is zero and R 3 is an optionally substituted C5- 
yheterocycloaliphatic, especially an optionally substituted piperidinyl group. 
A most especially useful optionally substituted piperidinyl group is an 
optionally substituted piperidin-1 -yl group. 

Particularly useful compounds of the invention include: 
(SJ-S-^S^-Dic^loro^yridylcarboxamidoiphenyll^l-propylamino-a^- 

dioxocyclobut-1-enyl)amino]propanoic acid; 
(S)-3-(4-(3 t 5-Dichloro-4-pyridylcarboxamido)phenyl]-2-(2-t-butyl-3,4- 

dioxocyclobut-1 -enyl)amino]propanoic acid; 
(S)-3-{4-[(6,7-Dimethoxy-4-quina2olinyl)amino]phenyI}-2-[(2-A/ > W- 

diethylamino-3,4-dioxocyciobut-1 -enyl)amino]propanoic acid; 
(S)^4^[2,6-Naphthyridirh1^ 
dioxocyclobut-1-enyl)amino]propanoic acid; 
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(S)-3-[4-([6J-Dimethoxy-^uina20linyl)oxy]phenyl]-24(2-A/ f A/- 
diethy lamino-3,4-dioxocyclobul-1 -enyl)amino]propanoic acid; 
(S)-3-[4^[67-Methoxy-4-quinazolinyl]amino)phenyl]-2-[(2-/S/,/V- 
diethylamino-3,4-dioxocyclobut-1 -enyl)amino]propanoic acid; 
5 (S)-3-[4-([2,6-Naphthyridin.1-yl]amino)phenyl]-2-[(2-W,WHjipropylamino- 

3,4-dioxocyclobut-1 -enyl)amino]propanoic acid; 

(S)-3-[4-{[2,6-Naphthyndi^ 
dioxocyclobut-1 -eny l)amino]propanoic acid; 

(S)-3-[4-([2,6-Napht^^ 
1 0 dioxocyciobut-1 -enyl)amino]propanoic acid; 

(R)-3H4-(3,5-Dichloro^i5yridylcaitoxamido)phenyi}-3-[(2-A/,A/- 

diethy lamino-3,4-dioxocyclobut-1 -enyl)amino]propanoic acid; 
(S)-3-[4-([2,6-Naphthyridir>^ 
dioxocyclobut-1 -enyl)amino]propanoic acid; 
1 5 (S)-3-[4-([2,6-Naphthyridin-1 -yl]amino)phenyl]-2-[(2-A/, -ethyl-A/- 
isopropylamino-3,4-dioxocyclobut-1-enyl)amino)propanoic acid; 
and the salts, solvates, hydrates and N-oxides thereof. 

The compounds according to the invention are generally of use in 
20 modulating cell adhesion. Thus for example when R 1 in compounds of the 
invention is an c^-integrin binding groups the compounds are of use in the 
prophylaxis and treatment of diseases or disorders involving inflammation 
in which the extravasation of leukocytes plays a role. 

25 Diseases or disorders of this type include inflammatory arthritis such as 
rheumatoid arthritis vasculitis or polydermatomyositis, multiple sclerosis, 
allograft rejection, diabetes, inflammatory dermatoses such as psoriasis or 
dermatitis, asthma and inflammatory bowel disease. 

30 In another example when R 1 is an av-integrin binding group the 
compounds may be of use in the prophylaxis and treatment of diseases or 
disorders involving inappropriate growth or migration of cells. Particular 
diseases include inflammatory diseases, and diseases involving 
angiogenesis, bone resorption or cllular or matrix over-expression. 
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Particular uses to which these compounds of the invention may be put 
include the treatment or inhibition of tumour growth and metastasis; 
retinopathy; -macular degeration psoriasis; rheumatoid arthritis; 
osteoporosis; bone resorption following or due to joint replacement, 
5 hypercalcemia or malignancy, Paget's disease, glucocorticoid treatment, 
immonilisation-induced osteopenia, hyperparathyroidism or peridontal 
disease, vascuar restenosis, atherosclerosis; inflammatory bowel disease; 
~ and psoriasis. 

10 For the prophylaxis or treatment of disease the compounds according to 
the invention may be administered as pharmaceutical compositions, and 
according to a further aspect of the invention we provide a pharmaceutical 
composition which comprises a compound of formula (1 ) together with one 
or more pharmaceutical^ acceptable carriers, excipients or diluents. 

15 

Pharmaceutical compositions according to the invention may take a form 
suitable for oral, buccal, parenteral, nasal, topical or rectal administration, 
or a form suitable for administration by inhalation or insufflation. 

20 For oral administration, the pharmaceutical compositions may take the 
form of, for example, tablets, lozenges or capsules prepared by 
conventional means with pharmaceutical^ acceptable excipients such as 
binding agents (e.g. pregelatinised maize starch, polyvinylpyrrolidone or 
hydroxypropyl methylcellulose); fillers (e.g. lactose, microcrystalline 

25 cellulose or calcium hydrogen phosphate); lubricants (e.g. magnesium 
stearate, talc or silica); disintegrants (e.g. potato starch or sodium 
glycollate); or wetting agents (e.g. sodium lauryl sulphate). The tablets 
may be coated by methods well known in the art. Liquid preparations for 
oral administration may take the form of , for example, solutions, syrups or 

30 suspensions, or they may be presented as a dry product for constitution 
with water or other suitable vehicle before use. Such liquid preparations 
may be prepared by conventional means with pharmaceutical^ acceptable 
additives such as suspending agents, emulsifying agents, non-aqueous 
vehicles and preservatives. The preparations may also contain buffer 

35 salts, flavouring, colouring and sweetening agents as appropriate. 
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Preparations for oral administration may be suitably formulated to give 
controlled release of the active compound. 

For buccal administration the compositions may take the form of tablets or 
5 lozenges formulated in conventional manner. 

The compounds of formula (1) may be formulated for parenteral 
administration by injection e.g. by bolus injection or infusion. Formulations 
for injection may be presented in unit dosage form, e.g. in glass ampoule 

10 or mutti dose containers, e.g. glass vials. The compositions for injection 
may take such forms as suspensions, solutions or emulsions in oily or 
aqueous vehicles; and may contain formulatory agents such _as_ 
suspending, stabilising, preserving and/or dispersing agents. Alternatively, 
the active ingredient may be in powder form for constitution with a suitable 

15 vehicle, e.g. sterile pyrogen-free water, before use. For particle mediated 
administration the compounds of formula (1) may be coated on particles 
such as microscopic gold particles. 

In addition to the formulations described above, the compounds of formula 
20 (1) may also be formulated as a depot preparation. Such long acting 
formulations may be administered by implantation or by intramuscular 
injection. - 

For nasal administration or administration by inhalation, the compounds for 
25 use according to the present invention are conveniently delivered in the 
form of an aerosol spray presentation for pressurised packs or a nebuliser, 
with the use of suitable propellant, e.g. dichlorodifluoromethane, trichloro- 
fluoromethane, dichlorotetrafluoroethane, carbon dioxide or other suitable 
gas or mixture of gases. 

30 

The compositions may, if desired, be presented in a pack or dispenser 
device which may contain one or more unit dosage forms containing the 
active ingredient. The pack or dispensing device may be accompanied by 
instructions for administration. 
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The quantity of a compound of the invention required for the prophylaxis or 
treatment of a particular condition will vary depending on the compound 
chosen, and the condition of the patient to be treated. In general, 
"however, daily dosages may range from around 100ng/kg to 100mg/kg 
5 e.g. around 0.01mg/kg to 40m g/kg body weight for oral or buccal 
administration, from around 10ng/kg to 50mg/kg body weight for parenteral 
administration and around O.OSmg to around 1000mg e.g. around O.Smg 
to around 1000mg for nasal administration or administration by inhalation 
or insufflation. 

10 

The compounds of the invention may be -prepared by a number of 
processes as generally described- below and more specifically in i the 
Examples hereinafter. In the following process description, the symbols 
Afi Ar 2 , Alk, R 1 , R 2 , R 3 , L 1 , L 2 , Alk 1 and Ti when used in the formulae 

1 5 depicted are to be understood to represent those groups described above 
in relation to formula (1) unless otherwise indicated. In the reactions 
described below, it may be necessary to protect reactive functional groups, 
for example hydroxy, amino, thio or carboxy groups, where these are 
desired in the final product, to avoid their unwanted participation in the 

20 reactions. Conventional protecting groups may be used in accordance 
with standard practice [see, for example, Green, T. W. in "Protective 
Groups in Organic Synthesis", John Wiley and Sons, 1991]. In some 
instances, deprotection may be the final step in the synthesis of a 
compound of formula (1) and the processes according to the invention 

25 described hereinafter are to be understood to extend to such removal of 
protecting groups. For convenience the processes described below all 
refer to a preparation of a compound of formula (1) but clearly the 
description applies equally to the preparation of compounds of formula (2). 

30 Thus according to a further aspect of the invention, a compound of formula 
(1 ) in which R is a -C0 2 H group may be obtained by hydrolysis of an ester 
of formula (3): 
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R 2 



n - 



0 ° (3f 



where Alk represents a group 

-CH 2 CH(C0 2 Ry}- 1 -CH=CH(C0 2 Ry)-, 



-CH- or -C- 

I II 
20 - CH 2 C0 2 Ry CHC0 2 RV 



10 



(where Ry is an alkyl group for example a Ci-ealkyl group] 



The hydrolysis may be performed using either an acid or a base 
depending on the nature of Ry, for example an organic acid such as 

15 trifluoroacetic acid or an inorganic base such as lithium, sodium or 
potassium hydroxide optionally in an aqueous organic solvent such as an 
amide e.g. a substituted amide such as dimethytformamide, an ether e.g. a 
cyclic ether such as tetrahydrofuran or dioxane or an alcohol e.g. methanol 
at a temperature from ambient to the reflux temperature. Where desired, 

20 mixtures of such solvents may be used. 

According to a further aspect of the invention a compound of formula (1) 
may be prepared by displacement of a leaving group from a compound of 
formula (4): 

25 



40 L 1 (Alk 1 ) n R 3 



o 



(4) 



where R a is a leaving group, with an amine R 1 R 2 NH or a salt thereof. 
Suitable leaving groups represented by R a include halogen atoms, 
30 especially chlorine and bromine atoms, or alkoxy, e.g. methoxy, ethoxy or 
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isopropoxy, aryloxy.e.g. dinitrophenyloxy, or aralkoxy, e.g. benzyloxy, 
groups. 

The reaction may be performed in an inert solvent or mixture of solvents, 
5 for example a substituted amide such as dimethylformamide, an alcohol 
such as ethanol and/or a halogenated hydrocarbon such . as 
dichloromethane, at a temperature from 0°C to the reflux temperature. 
Where necessary, for example when a salt of an amine R 1 R 2 NH is used, 
an organic base such as diisopropylethylamine can be added. 

10 

~~ ~ Any carboxylic acid group present in the intermediate of formula (4) or the 
amine R 1 R 2 NH may need to be protected during the. .displacement 
reaction, for example as an ethyl ester. The desired acid may then be 
obtained through subsequent hydrolysis, for example as particularly 
15 described above and generally described below. 

It will be appreciated -that the displacement reaction may also be 
performed on a compound of formula (5): 



20 



lN w Rl 



(5) 



where R b is a leaving group as defined for R a using an intermediate 
R 3 (Alk 1 ) n L 1 H where -L 1 H is a functional group such as an amine (-NH2) 
using the reaction conditions just described. 

25 

Where desired the displacement reaction may also be performed on an" 
intermediate of formulae (4) or (5), R 1 R 2 NH or~R 3 (Alki)nL 1 H which is 
linked, for example via its R 1 or R 3 group, to a solid support, such as a 
polystyrene resin. After the reaction the desired compound of formula (1 ) 
30 may be displaced from the support by any convenient method, depending 
on the original linkage chosen. 
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Intermediates of formulae (4) and (5) are either readily available or may be 
prepared from an intermediate of formula (6): 



where R a and R b are as previously defined and an amine R 1 R 2 NH or 
intermediate (R 3 (Alk 1 ) n L 1 H by displacement as just described for the 
preparation of compounds of formula (1). 

Intermediates of formulae RiR2"NH and R 3 (Alk 1 ) n L 1 H may be obtained 
from simpler, known compounds by one or more standard synthetic 
methods employing substitution, oxidation, reduction or cleavage 
reactions. Particular substitution approaches include conventional 
alkylation, arylation, heteroarylation, acylation, thioacylation, halogenation, 
sulphonylation, nitration, formylation and coupling procedures. It will be 
appreciated that these methods may also be used to obtain or modify 
other compounds of formulae (1) and (2) where appropriate functional 
groups exist in these compounds. 

Thus compounds of the invention and intermediates thereto may be 
prepared by alkylation, arylation or heteroarylation. For example, 
compounds containing a -L 1 H or -L 2 H group (where L 1 and L 2 is each a 
linker atom or group) may be treated with a coupling agent R 3 (Alk 1 ) n X 1 or 
Ar 1 X 1 respectively in which X 1 is a leaving atom or group such as a 
halogen atom, e.g. a fluorine, bromine, iodine or chlorine atom or a 
sulphonyloxy group such as an alkylsulphonyloxy, e.g. 
trifluoromethylsulphonyloxy or arylsulphonyloxy, e.g. prtoluene- 
sulphonyloxy group. 

The reaction may be carried out in the presence of a base such as a 
carbonate, e.g. caesium or potassium carbonate, an alkoxide, e.g. 
potassium t-butoxide, or a hydride, e.g. sodium hydride, or an organic 
amine e.g. triethylamine or N.N-diisopropylethylamine or a cyclic amine, 
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such as N-methylmorphoiine or pyridine, in a dipolar aprotic solvent such 
as an amide, e.g. a substituted amide such as dimethylformamide or an 
ether, e.g. a cyclic ether such as tetrahydrofuran.- 

5 Intermediates of formula Ar 1 X 1 and R 3 (Aik 1 ) n X 1 are generally known, 
readily available compounds or may be prepared from known compounds 
by standard substitution and other synthetic procedures, for example as 
described herein. Thus for example compound3~of formula Ar 1 X 1 in 
which, for example, Ar 1 represents a 2,6-naphthyridine group may be 
10 prepared from alcohols of formula A^OH by reaction with a halbgenating 
agent, for example a phosphorous oxyhalide such as phosphorous 
oxychloride at an elevated temperature e.g. H G°C. 



Intermediate alcohols of formula Ar 1 OH in which, for example, Ar 1 
15 represents a 2,6-naphthyridine group may be prepared by methods well 
25 known to a person skilled in the art, e.g. by the method of SakamotoJ. et 

al [Chem. Pharm. Bull. 23? 626-633, (1985)). 

Alternatively alkylating agents of formula Ar 1 X 1 in which, for example, Ar 1 
30 20 represents a 2,6-naphthyridine group may be prepared by reaction of a 

2,6-naphthyridine N-oxide or N, N'-dioxide with a halogenating agent, e.g. 

a phosphorous oxyhalide such as phosphorous oxychloride to give a 1- 

halo or 1,5-dihalo-2,6-napthyridine respectively. In the case of 1,5-dihalo- 
35 2,6-napthyridines each halogen atom may be substituted separately by a 

25 reagent such as HL 2 Ar2AlkN(R 2 )H or HL 3 (Alk 2 )tL 4 (R 4 )u by the particular 

methods just described above. 

40 2,6-Napthyridine N-oxides and N.N'-dioxides may be generated from the" 

corresponding 2,6-napthyridines group by the general methods of 
30 synthesis of N-oxides described below or they may be synthesised by the 
methods of Numata, A et al (Synthesis, 1 999, 306-31 1 ). 

45 

Further alkylating agents of formula Ar*X 1 in which, for example, Ar 1 
represents a 2,6-naphthyridine, may be prepared by the methods of 
35 Giacomello G. et al (Tetrahedron Letters 1965, 1117-1 121 ), Tan, R. and 
50 Taurins, A. (Tetrahedron Letters 1965, 2737-2744), Ames, D. E. and . 
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Dodds, W. D. (J. Chem. Soc. Perkin 1 1972, 705-710) and Alhaique, F. ef 
a/ (Tetdrahedron Letters, 1975, 173-174). 

In a further example intermediates of formula R 1 R 2 NH may be obtained 
5 by reaction of a compound of formula Ar 1 L 2 H with a compound of formula 
X 1 Ar 2 AlkN(R 2 )H under the reaction conditions just described 

Compounds of formula Ar 1 L 2 H jn which, for example Ar 1 represents a 2,6- 
naphthyridine and L 2 is a -N(R 8 )- group, may be prepared from substituted 
10 4-cyano-3-cyanomethylpyridines by the methods of Alhaique, F. ef at {ibid 
and Gazz. Chimjtal. 1975, 105, 1001-1009) or from 3-fomylpyridines by 
the methods of Molina, P. at al (Tetrahedron 1992, 48, 4601^616). 

In another example, compounds containing a -L 1 H or -L 2 H or group as 

15 defined above may be functionalised by acylation or thioacylation, for 
example by reaction with one of the alkylating agents just described but in 
which X1 is replaced by a -C(0)X 2 , C(S)X 2 , -N(R*)COX 2 or -N(R*)C(S)X 2 
group in. which X 2 is a leaving atom or group as described for X 1 . The 
reaction may be performed in the presence of a base, such as a hydride, 

20 e.g. sodium hydride or an amine, e.g. triethylamine or N-methyl- 
morpholine, in a solvent such as a halogenated hydrocarbon, e.g. 
dichloromethane or carbon tetrachloride or an amide, e.g. dimethyl- 
formamide, at for example ambient temperature. Alternatively, the 
acylation may be carried out under the same conditions with an acid (for 

25 example one of the alkylating agents described above in which X 1 is 
replaced by a -CO2H group) in the presence of a condensing agent, for 
example a diimide such as 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide 
or N.N'-dicyclohexylcarbodiimide, advantageously in the presence of a 
catalyst such as a N-hydroxy compound e.g. a IM-hydroxytriazole such as 

30 1-hydroxybenzotriazole. Alternatively the acid may be reacted with a 
chloroformate, for example ethylchloroformate, prior to the desired 
acylation reaction 

In a further example compounds may be obtained by sulphonyiation of a 
35 compound containing an -OH group by reaction with one of the above 
alkylating agents but in which X 1 is replaced by a -S(0)Hal or -S02Hal 
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group in which Hal is a halogen atom such as chlorine atom] in the 
presence of a base, for example an inorganic base such as sodium 
hydride in a solvent such as an amide, e.g. a substituted amide such as 
dimethylformamide at for example ambient temperature. 



In another example, compounds containing a -L 1 H or -L 2 H group as 
defined above may be coupled with one of the alkylation agents just 
15 described but in which X 1 is replaced by an -OH group in a solvent such 

as tetrahydrofuran in the presence of a phosphine, e.g. triphenylphosphine 
.10 and an activator such as diethyl, diisopropyl- or dimethylazodicarboxylate. 

20 In a further example, ester groups -CO2R 5 , -C02Alk 3 or -C02Alk7 in the 

compounds may be converted to the corresponding acid [-CO2H] by acid- 
or base-catalysed hydrolysis depending on the nature of the groups R 5 , 
15 Alk 3 or Alk 7 . Acid- or base-catalysed hydrolysis may be achieved for 

25 example by treatment with an organic or inorganic acid, e.g. trifluoroacetic 

acid in an aqueous solvent or a mineral acid such as hydrochloric acid in a 
solvent such as dioxan or an alkali metal hydroxide, e.g. lithium hydroxide 
in an aqueous alcohol, e.g. aqueous methanol. 



30 20 



In a further example, -OR 5 or -OR 14 groups [where R 5 or R 14 each 
represents an alkyl group such as methyl group] in compounds of formula 
(1) may be cleaved to the corresponding alcohol -OH by reaction with 
boron tribromide in a solvent such as a halogenated hydrocarbon, e.g. 
25 dichloromethane at a low temperature, e.g. around -78°C. 

Alcohol [-OH] groups may also be obtained by hydrogenation of a 
corresponding -OCH 2 R 14 group (where R 14 is an aryl group) using a metal 
catalyst, for example palladium on.a support such as carbon in a solvent 

30 such as ethanol in the presence of ammonium formate, cyclohexadiene or 
hydrogen, from around ambient to the- reflux temperature. In another 
example, -OH groups may be generated from the corresponding ester 
[C02Alk 5 or C0 2 R 5 ] or aldehyde [-CHO] by reduction, using for example a 
complex metal hydride such as lithium aluminium hydride or sodium 

35 borohydride in a solvent such as methanol. 
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In another example, alcohol -OH groups in the compounds may be 
converted to a corresponding -OR 5 or -OR 14 group by coupling with a 
-reagent R 5 OH or R 14 OH in a solvent such as tetrahydrofuran in the 
presence of a phosphine, e.g. triphenylphosphine and an activator such as 
5 diethyl-, diisopropyl-, or dimethylazodicarboxylate, 

Aminosulphonylamino [-NHSO2NHR 3 or -NHS02NHAr1] groups in the 
compounds may be obtained, in another example, by reaction of a 
corresponding amine [-NH2] with a siilphamide R 3 NHS02NH2 or 
10 Ar 1 NHS02NH2 in the presence of an organic base such as pyridine at an 
elevated temperature, e.g. the reflux temperature. 

In another example compounds containing a -NHCSAr 1 , -CSNHAr 1 , 
-NHCSR 3 or -CSNHR 3 may be prepared by treating a corrsponding 
15 compound containing a -NHCOAr*. -CONHAr 1 , -NHCOR 3 or -CONHR 3 
group with a thiation reagent, such as Lawesson's Reagent, in an 
anhydrous solvent, for example a cyclic ether such as tetrahydrofuran, at 
an elevated temperature such as the reflux temperature. 

20 In a further example amine (-NH2) groups may be alkylated using a 
reductive alkylation process employing an aldehyde and a borohydride, for 
example sodium triacetoxyborohyride or sodium cyanoborohydride, in a 
- solvent such as a halogenated hydrocarbon, e.g. dichloromethane, a 
ketone"such as acetone, or an alcohol, e.g. ethanol, where necessary in 

25 the presence of an acid such as acetic acid at around ambient 
temperature. 

In a further example, amine [-NH2] groups in compounds of. formula (1) 
may be obtained by hydrolysis from a corresponding imide by reaction with 
30 hydrazine in a solvent such as an alcohol, e.g. ethanol at ambient 
temperature. 

In another example, a nitro [-NO2] group may be reduced to an amine [- 
NH2], for example by catalytic hydrogenation using for example hydrogen 
35 in the presence of a metal catalyst, for example palladium on a support 
such as carbon in a solvent such as an ether, e.g. tetrahydrofuran or an 
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alcohol e.g. methanol, or by chemical reduction using for example a metal, 
e.g. tin or iron, in the presence of an acid such as hydrochloric acid. 

Aromatic halogen substituents in the compounds may be subjected to 
5 halogen-metal exchange with a base, for example a lithium base such as 
n-butyl or t-butyl lithium, optionally at a low temperature, e.g. around 
-78°C, in a solvent such as tetrahydrofuran and then quenched with an 
electrophile to introduce a desired substituent Thus, for example, a formyl 
group may be introduced by using dimethylformamide as the electrophile; 
10 a thiomethyl group may be introduced by using dimethyldisulphide as the 
electrophile. _ . 

In another example, sulphur atoms in the compounds, for example when 
present in a linker group L 1 or L 2 may be oxidised to the corresponding 
15 sulphoxide or sulphone using an oxidising agent such as a peroxy acid, 
e.g. 3-chloroperoxybenzoic acid, in an inert solvent such as a halogenated 
hydrocarbon, e.g. dichloromethane, at around ambient temperature. 

In another example compounds of formula Ar 1 X 1 (where X 1 is a halogen 
20 atom such as a chlorine, bromine or iodine atom) may be converted to 
such compounds as Ar^CC^R 20 (in which R 20 is an optionally substituted 
alkyl, aryl or heteroaryl group), AriCHO, Ar 1 CHCHR 20 , Ar 1 CCR 20 , 
Ar 1 N(R 20 )H, Ar 1 N(R 20 ) 2l for use in the synthesis of for example 
compounds of formula R 1 R 2 NH, using such well known and commonly 
25 used palladium mediated reaction conditions as are to be found in the 
general reference texts Encyclopedia of Reagents for Organic Synthesis, 
Editor-in Chief Paquette, L. A., John Wiley and Sons. 1995 and 
Comprehensive Organic Functional Group Transformations, Editors-in- 
Chief Katritzky, A. R.etal, Pergamon, 1995. 

30 

N-oxides of compounds of formula (1 ) may be prepared for example by 
oxidation of the corresponding nitrogen base using an oxidising agent such 
as hydrogen peroxide in the presence of an acid such as acetic acid, at an 
elevated temperature, for example around 70°C to 80°C, or alternatively 
35 by reaction with a peracid such as peracetic acid in a solvent, e.g. 
dichloromethane, at ambient temperature. _ ■ 



W 00/73260 



PCT/GBOa/02020 



36 



10 



40 



45 



50 



Salts of compounds of formula (1) may be prepared by reaction of a 
compound of formula (1) with an appropriate base in a suitable solvent or 
mixture of solvents e.g. an organic solvent such as an ether e.g. 
diethylether, or an alcohol, e.g. ethanol using conventional procedures. 



Where it is desired to obtain a particular enantiomer of a compound of 
15 formula (1) this may be produced from a corresponding mixture of 

enantiomers using any suitable conventional procedure for resolving 
10 enantiomers. 

20 Thus f or example diastereomeric derivatives, e.g. salts, /nay be produced 

by reaction of a mixture of enantiomers of formula (1) e.g. a racemate, and 
an appropriate chiral compound, e.g. a chiral base. The diastereomers 
15 may then be separated by any convenient means, for example by 

25 crystallisation and the desired enantiomer recovered, e.g. by treatment 

with an acid in the instance where the diastereomer is a salt. 

In another resolution process a racemate of formula (1) may be separated 
30 20 using chiral High Performance Liquid Chromatography. Alternatively, if 

desired a particular enantiomer may be obtained by using an appropriate 
chiral intermediate in one of the processes described above. 

3 5 Chromatography, recrystallisation and other conventional separation 

25 procedures may also be used with intermediates or final products where it 
is desired to obtain a particular geometric isomer of the invention. 



The following Examples illustrate the invention. All temperatures are in 

°C. The following abbreviations are used: 
30 NMM - N-methylmorpholine; EtOAc - ethyl acetate; 

MeOH - methanol; BOC - butoxycarbonyi; 

DCM - dichloromethane; AcOH - acetic acid; 

DIPEA - diisopropylethylamine; EtOH - ethanol; 

Pyr - pyridine; Ar - aryl; _ 

35 DMSO - dimethylsulphoxide; iPr - isopropyl; 

Et 2 0 - diethylether; Me - methyl; 
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" THF - tetrahydrofuran, 

FMOC - 9-fluorenylmethoxycarbonyl; 

obs - obscured; 

dil - dilute; 
5 Bu - butyl; 

All NMR's were obtained at 300mHz. 



DMF - N,N^imethylformamide; 

br - broad; 

app - apparent; 

RT - room temperature; 

DIPEA - diisopropylethylamine 



10 INTERMEDIATE 1 

3 S-Dichloropvridine-4-carboxvlic acid 

A solution of S.S-dichloropyridine^S.OOg, 33.8mmol) in THF (25ml) was 
added to a solution of LDA [generated from nBuLi (2.5M solution in 
hexanes, 14.9ml, 37.2mmol) and diisopropylamine (4.10g, 5.7ml, 

15 40.6mmol)] in THF (25ml) at -78° under nitrogen, to give a yellow/brown 
slurry. The reaction was stirred for 30min at -78° then CO2 gas was 
bubbled through to give a clear brown solution that slowly gave a 
precipitate, warmed to RT over 2h, then quenched with water (20ml) and 
partitioned between Et 2 0 (100ml) and 1M NaOH (100ml). The aqueous 

20 layer was separated and acidified to pH1 with concentrated hydrochloric 
acid and then extracted with 10% MeOH in DCM (100ml x 3). The 
combined organic layers were dried (MgSC>4) and the solvent removed 
under vacuum to give a brown solid that was recrystallised from ethanol 
and dried under vacuum to give the titls rnmpound as pinkish crystals 

25 (2.63g,41%). 6H (DMSO-d6) 8.74 (2H, s). 8C (DMSO-d 6 ) 163.5, 147.7, 
- 141.0, 126.7 

IMTFRMEDIATE 2 

Fthvl (SU344-r3.S^ichloroDvri rt-A-vlcarboxamiri^ P henvn-2-ft- 
30 butn«vcarbonvl aminotpropionate 

A slurry of the compound of Intermediate 1 (51. 2g, 0.267mol) in DCM 
(195ml) and thionyl chloride (195ml, 2.67mol) was treated with DMF (5 
drops) and heated to reflux for 4h. The reaction was concentrated in 
vacuo and azeotroped with toluene (2 x 50ml) to give a yellow solid which 
35 was used without further purification. A solution of ethyl-(S)-3-(4- 
aminophenyl)-2-(t-butoxycarbonyl amino)propionate (130.8g, 0.425mol) in 
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DCM (800ml) was cooled to 0° and treated with NMM (56.0ml, 0.51 mol), 
stirred 5 minutes and then a solution of the acid chloride (98.3g, 0.468mol) 
in DCM (200ml) was added dropwise keeping the reaction temperature - 
below 5°. The reaction was stirred for 1h ( quenched with NaHC03 

5 solution (500ml), the organic layer separated, washed with NaHCC>3 
solution (500ml), 10% citric acid solution (500ml) and NaHC03 solution 
(500ml), dried (MgS(>4)and concentrated in vacuo to give a yellow solid 
which was recrystallised (EtOAc/hexane) to give the titlft PQfPPPMnti, 140g, 
69%, SH (DMSO d^), 8.8 (2H, s), 7.55 (2H, d, J 8.5Hz), 7.23 (2H, d, J 

10 8.5Hz), 4.0 (3H, m), 3.4 (2H, b s), 2.9 (1H, m), 2.8 (1H, m), 1.3 (9H, s), 
1.25 (3H, t). m/z (ES + , 70V) 504 (MNa 4 ). 



INTFPMFDIATE 3 

Fthvl I S\-3-r443.5-dichloro nvrid-4-vl cart»oxamidoh3henvn-2-amino 
15 : nrenionate hydrochloride 

25 A solution of the compound of Intermediate 2 (70g, 0.146mol) in EtOAc 

(500ml) and 1,4-dioxan (50ml) was treated with a solution of HCI in EtOAc 
(500ml, 3M), and stirred at RT for 4h. The reaction was concentrated in 
vacuo to give a yellow solid which was triturated with Et20 then 

30 20 recrystallised (EtOAc/hexane) to give the title comppund (59.3g. 92%). 

6H (DMSO d6), 11.10 (1H, s), 8.70 (2H t s), 7.55 (2H, d, A 8.4Hz), 7.25 
(2H, d, J 8.4Hz), 4.10 (3H, m), 3.10 (2H f m), 1.10 (3H, m). m/z (ES + , 70V) 
382 (MH + ). 

35 

25 INTERMEDIATE 4 

3-/t e rt-Butvn-A-iftnnmnM V ^-rvrlohutene-1.2-dlone 
tert-Butyl lithium (2.29ml of a 1.7M solution in pentane, 3.9mmol) was 
40 added to a solution of 3,4-diisopropoxy-3-cyclobutene-1,2-dione (594mg t 

3mmol) in THF (30ml) at -78°C. After 5h trifluoroactic anhydride (636jil, 

30 4.5mmol) was added and stirring continued at -78°C for 30min. The cold 
mixture was poured into NfyCKaq), extraced with EtOAc, dried (Na2S04) 
45 and evaporated in vacuo. Column chromatography (Si02; EtOAc/hexane, 

15:85) gave the title compound as a mobile yellow oil (408mg, 69%). 6H 
(CDCI 3 ) 5.43 (1H, sept, i 6.2Hz), 1.45 (6H, d, J 6.2Hz) and 1.33 (9H, s); 

35 m/z (ES + , 70V) 1 97 (M + + H). 
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INTERMEDIATE S 
1^hlnro-2.6-naphthvridine 

1-Hydroxy-2 t 6-naphthyridine (550mg) [prepared according to the method 
of Sakamoto, T. et at Chem. Pharm. Bull. 23, 626, (1985)] was stirred wittr 

5 phosphorous oxychloride (10ml) at 110° for 5h. The volatiles were 
removed in vacuo and the residue treated carefully with ice. After diluting 
with water (to -25ml), solid NaHCC>3 was added to neutralise and the 
product extracted into EtOAc (2 x 80ml). The combined organic extracts 
were dried (MgSCU), evaporated in vacuo, and the crude product 

10 chrornatographed (Si0 2 ; EtOAc) affording the title compound as a slightly 
yellow solid (420mg. 68%). 6H (CDCI 3 ) 9-35 (1H, s), 8.82 (1H, d, J 
- 5;9Hz). 8.48 (1H, d, J 5 6Hz); &00 {1H t d, J 5.9Hz), 7.74 (1H, d, J 5.6Hz); 
m/2 (ES + , 70V) 165 and 167 (MH + ). 

15 IMTFPMEDIATE 6 

Ffrhvl fj?U344-rf2.6.na D hthvr irfin^^^ 
rarhnm/n aminolpropanoate 

Ethyl (S)-3-(4-aminophenyl)-2-[N-(t-butyloxycarbonyl)amino]propanoate 
(600mg, 1.95mmol), Intermediate 5 (350mg t 2.13mmol) and DIPEA 

20 (276mg, 372^1, 2.13mmol) in 2-ethoxyethanol (0.5ml) were stirred at 130° 
under N2 for several hours. The reaction was partitioned between EtOAc 
(70ml) and saturated aqueous NaHC03 (30ml). The phases were 
separated and the aqueous layer re-extracted with EtOAc (3 x 30ml). The 
combined organic extracts were washed with brine (10ml), dried (MgS04) 

25 and evaporated in vacuo to afford a dark oil. Chromatography (Si02; 3% 
MeOH/DCM) gave the title compound as a dull orange foam (360mg, 
42%). 8H (CDCI3) 9.19 (1H, s), 8.67 (1H, d, i 5.9Hz), 8.24 (1H, d, A 
5.8Hz), 7.66 (1H, d, A 5.9Hz), 7.65 (2H, d, J 8.5Hz), 7.21 (1H, d, A 5.8Hz), 
7.16 (2H, d, A 8.5Hz), 7.15 (1H, obscured s), 5.05-4.97 (1H, m), 4.60-4.51 

30 (1H, m), 4.19 (2H, q, J 7.1Hz), 3.17-3.04 (2H, m), 1.44 (9H, s), 1.27 (3H, t, 
A 7.1Hz); m/Z (ES + . 70V) 459 (MNa + ). 437 (MH + ). 

INTERMEDIATE 7 

Fthuir<?U2>amtnQ-3J4-p2fi^anht hV"rfi"- < '-v'^^nolDhenvll 
35 propanoate 
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Intermediate 6 (360mg) was treated with a solution of trifluoroacetic acid 
(10ml) and DCM (10ml) and stirred at RT for 2h. The volatiles were 
removed in. vacuo and the residue was partitioned between EtOAc (80ml) 
and saturated aqueous NaHC03 (30ml). The phases were separated and 

5 the aqueous layer re-extracted with EtOAc (3 x 30ml). The combined 
organic extracts were dried (MgS04) and evaporated in vacuo to afford the 
title compound as a dark orange viscous oil (280mg ( 100%). 8H (CDCI3) 
9.18 (1H, s), 8.66 (1H, d, J 5.9Hz), 8.22 (1H, d, J 5.8Hz). 7.67 (1H, d, J 
5.9Hz), 7.64 (2H, d, J 8.5Hz). 7.22 (2H, d, J 8.5Hz), 7.19 (1H, d, J 5.8Hz), 

10 4.20 (2H, q, J 7.1Hz), 3.73 (1H, dd, J 7.9, 5.1Hz), 3.10 (1H, dd, J 13.6, 
5.2Hz), 2.87 (1H, dd, J 13.6, 7.9Hz), 1.70 (3H ( br s), 1.28 (3H, t, 7.1Hz); 
m/Z(ES + ,70V)337(MH + ). 

INTERMEDIATE 8 
15 M ffth" fSW24 f.biifvlnY VC arhnnyl a min Q W3-r4-f2.6>naDhthvridin-1- 

Yl o rv^ henvnpropanoate 

To A/-(/-butyloxycarbonyl) tyrosine methyf ester (1.42g, 4.82mmol) in dry 
DMF (10ml) was added l-chloro-2,6 naphthyridine (0.79g. 4.82mmol) and 
cesium carbonate (1.65g, 5.06 mmol) and the reaction stirred at 45° under 

20 N2 for 2 days. The DMF was evaporated, EtOAc added and washed (3x) 
with water, dried (MgSCU), and evaporated in vacuo. The residue was 
chromatographed (SiC>2; 40 to 100% EtOAc/isohexane) to afford the lilis 
compound as white foam (1.61g, 82%): 6h<CDCI 3 ) 9.29 (1H, s), 8.76 (1H, 
d, i 5.74HZ), 8.17 (1H, d, J 5.74Hz), 8.11 (1H, d, J 5.8Hz), 7.43 (1H, d, J 

25 5W), 7.22-7.18 (3H, m), 5.03 (1H, br s), 4.61 (1H, br s), 3.75 (3H, s), 
3.15-3.05 (2H, m), 1.44 (9H t s); m/z (ES + , 70V) MH+424. 

INTFRMEDIATE 9 

Ft hYM^ 24 ^- bu ^ IO Y v rarnonviam5noW3 " r4W 

30 phenvnpronanoate 

A stirred solution of ethyl (S)-3-{4-aminophenyl)-2-(/V-/-butyloxycarbonyl- 
amino)propanoate (3.08g, lO.Ommol), 1-chloroisoquinoline (1.80g, 
li.Ommol) and N.N-diisopropylethylamine (1.42g, 1.91ml, 11.0mmol) in 2- 
ethoxyethanol (1.0ml) was heated at 130° for 4h. The volatiles were 
35 removed in vacuo and the residue partitioned between EtOAc (120ml) and 
saturated aqueous NaHC03 (50ml). The phases were separated and the 
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aqueous layer was re-extracted with EtOAc (80ml). The combined organic 
extracts were washed with brine (30ml), dried (MgS04) and evaporated in 
vacuo. The obtained dark oil was chromatographed (silica; 20-30% 
10 EtOAc/hexane) to afford the title compound as a pink oil which crystallised 

5 on standing (2.78g, 64%). 5H (CDCI 3 ) 8.07 (1H, d, J 5.8Hz). 7.93 (1H, d, J 
8.4Hz), 7.72 (1H, d, J 7.5Hz), 7.63 (1H, d), 7.61 (2H, d, J 8.5Hz), 7.51 (1H, 
t, J 6.8Hz), 7.23 (1H, br s), 7.10 (1H, br s), 7.10 (2H, d, J 6.8Hz), 5.02 (1H, - 
15 . br d, J 8.0Hz), 4.54 (1 H, br m), 4. 1 6 (2H, t, J 7. 1 Hz), 3.05 (2H, br m), 1 .43 

; ' (9H ( s), 1.25 (3H, t, J 7.1Hz); m/Z (ES+, 60V) 436 (MH+). 

10 

INTERMEDIATE 10 

20 {SUEthvl 2-amino-3-[4-(isoauinolin-1 .vlamino^nhenvnprODanoate 

A stirred solution of Intermediate 9 (2.70g) in EtOAc (100ml) was treated 
with HCI gas until turbidity and precipitation was -seen to occur. The 
15 reaction mixture was stirred at ambient temperatue for an addition 0.5h. 

25 The reaction was purged with nitrogen then diluted with EtOAc (50rhl) and 

saturated aqueous KlaHC03 (50ml). Sufficient solid NaHC03 was added 
to ensure full neutrality. The phases were separated and the aqueous 
layer re-extracted with EtOAc (2 x 40ml). The combined organic extracts 

30 20 were washed with brine (20ml), dried (MgS04) and evaporated in vacuo 

to afford the title compound as a light orange oil (2.1 0g, q). 5H (CDCI3) 
8.06 (1H. d, i 5.8Hz), 7.91 (1H, d, J 8.3Hz), 7.71 (1H, d, J 7.9Hz), 7.63 
(1H, obs. signal), 7.59 (2H t d, i 8.4Hz), 7.49 (1H t app.t, i 7.8HZ), 7.25 

35 (1H, br s), 7.15 (1H, d, J 8.4Hz) ( 7.09 (1H, d t i 5.8Hz), 4.17 (2H, q, J 

25 7.2Hz), 3.66 <1H, dd, J 7.7, 5.1Hz), 3.06 (1H, dd, J 14.6, 5.1Hz), 2.81 (1H, 
dd, A 13.6, 7.9Hz), 1.58 (2H, br s), 1.26 (3H, t, J 7.0Hz); mfc (ES + , 60V) 
435.9 (MH + ). 

40 ■ ' » 

INTERMEDIATE 11 
30 Fthvl^.344.fa e rt.Butoicvcai^onvnaminolnhenvn-2-PrOPenQa^^ 

Ethyl 4-aminocinnamate (2.5g, 13.1mmol) was dissolved in THF (25ml) 
45 and treated with di-tert-butyl dicarbonate (3.14g). The solution was 

refluxed for 16h and then allowed to cool. The product was extracted into 
EtOAc and washed with water and brine, dried over Na2S04, filtered and 
35 the solvent removed. The crude product was purified by column 
chromatography (Si02; EtOAc/hexane 1:9) to give the title CPmPPUflti 
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(2.82g, 74%) as a white solid. 8H (CDCI 3 ) 7.62 (1H t d, J 16.0Hz), 7.45 (2H, 
. d. 1 8.8Hz), 7.38 (2H, d, J 8.8Hz) t 6.63 (1H, br a), 6.33 (1H, d, J 16.0Hz), 
4.12 (2H, q, i 7.1Hz) ( 1.52 (9H, s), 1.25 (3H, t, i 7.1Hz). m/z (ES + , 70V) 
314 (WINa*). 

5 

INTERMEDIATE 12 

F thyl f3^^4.ntert.Bi it 0 Y Vga rbonvnamino1PhenvlV34W-benzvirf1ff>- 
^■phenvleth vll aminolprppanoate 

Intermediate 11 (1.0g, 3.44mmol) was dissolved in THF (25ml), treated 
10 with sodium hydride and left to stir for 20 mins. (R)-(+)-N-Benzyl- 
(methylbenzylamine (1.44mi) in THF (25ml) at 0° was treated with n- 
butyllithium (2.75ml, 2.5M in hexanes) and the purple solution left to stir for 
20 mins then cooled to -78° and the ester anion added slowly. The 
reaction mixture was stirred at -78C for 4h then quenched with ammonium 
1 5 chloride solution, extracted into EtOAc, washed with water and brine, dried 
(Na2S04), filtered and the solvent removed. The crude product was 
purified by column chromatography (Si02; CH2CI2) to give the tills 
compound (1.14g, 66%) as a white solid. 6H (CDCI3) 7.42-7.17 (14H, m), 
6.45 (1H, br s), 4.39 (1H, dd, J 9.4, 5.5Hz), 3.99 (1H, q, J 6.9Hz), 3.93 (2H, 
20 qd a i 7.1, 2.4Hz), 3.72 (1H, d, J 14.7Hz). 3.64 (1H, d, J 14.7Hz), 2.63 (1H, 
dd, J 14.7, 5.5Hz), 2.52 (1H, dd, J 14.7, 9.5Hz). 1.52 (9H, s), 1.22 (3H, d, J 
6.9Hz), 1.06 (3H, t, J 7.1Hz). m/z (ES + , 70V) 503 (MH+). 

INTERMEDIATE 13 
25 Ethvl f3SV3.aminQ>344-rft ff^"B"*Qxvcar^?nYl) aminonphenv> - 
pfppanoate 

Intermediate 12 (312mg, 0.62mmol) in MeOH (5ml) was treated with 
formic acid (0.1ml) and 10% palladium on carbon. The reaction mixture 
was heated to reflux for 30 mins then cooled, filtered through celite™ and 
30 the solvent removed to give the titiA rompound (195mg, 100%) as an oil. 
6H (CDCI3) 8.05 (2H, br s), 7.28 (2H, d, J 8.5Hz), 7.21 (2H, d, J 8.5Hz,), 
6.92 (1H, br s), 4.48 (1H, dd, J 8.4, 5.7Hz), 4.05 (2H, q, J 7.1Hz). 3.6 (1H, 
dd, J 17.2, 8.4Hz), 2.79 (1H, dd, J 17.2, 5.7Hz), 1.44 (9H, s), 1.14 (3H. t, J 
7.1Hz). m/z (ES+, 70V) 331 (MNa + ). 

35 - 
HfTPRMEDIATE 14 
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Mpfhvl (!?^.Wtert-ButQ»vcarbQnvn aminn^.f4-hvdroxvDhenvlW 
prnpanoate 

Methyl (3R)-(3-amino)-3-(4-hydroxyphenyl)propanoate [S. G. Davies and 
0. Ichihara, Tetrahedron Asymmetry, (1991),. 2, 183-186] (346mg, 

5 1 .78mmol) was dissolved in dioxan (5ml) and-sodium bicarbonate solution 
(5ml) added. The solution was treated with di-tert-butyl dicarbonate 
(407mg, 1.86mmol) and stirred vigourously for 16h. The solution was 
diluted with water, and the product extracted into EtOAc (x2), washed with 
water, brine, dried (Na 2 S04), filtered and the solvent removed. The. 

10 product was purified by column chromatography (Si02; C^Cfc/MeOH 
20:1) to give the title compound (211mg, 42%) as a white solid. 6H 
(CDCI 3 ) 7.06 (2H, d, J 8.6Hz), 6.66 (2H, d, J 8.6Hz), 548 (1H, br), 4.98 
(2H, br m), 3.61 (3H, s), 2.78 (2H, m), 1.42 (9H, s). m/z (ES+, 70V) 318 
(MNa+). 

INTERMEDIATE 15 

i^Pthwl f3ff^4/tert-Bu to X v C arfaonvn a m'mn1-3^-rr6.7^imethoxv-4> 
qiiinazolinvnoxvl phenvnpropanoate 

Intermediate 14 (420mg, 1.42mmol) in DMF (4ml) was treated with 
20 potassium carbonate (394mg) and 4-chIor6-6,7-dimethoxyquinazo1ine 
(320mg). The solution was stirred for 48h and then water (20ml) was 
added. The mixture was extracted with EtOAc (x 2), washed with water (x 
3), brine, dried (Na2S04), filtered and the solvent removed to give the iiile 
compound (657mg t 96%) as a foamy yellow solid. 5H (DMSO d*) 8.53 (1H, 
25 s), 7.53 (1H, s), 7.40 (2H, d, J 8.6Hz), 7.37 (1H, s), 7.24 (2H, d, J 8.6Hz), 
4.96 (1H ( m, CH), 3.98 (3H. s), 3.95 (3H, s), 3.57 (3H, s), 2.77 (2H, m), 
1 .36 (9H, s). m/z (ES + t 70V) 484 (MH + ). 

INTERMEDIATE 16 
30 Mftthvi nRW3-A mino.3-r4.rf6 7-dimethoxv^-fl»inazplinvlK>XYl 

phftnv^propanoate 

Intermediate 15 (650mg, 1.35mmol) was dissolved in EtOAc (10ml) and 
HCI gas was bubbled through, The reaction mixture was stirred for 2h and 
the solvent removed to give the title compound (589mg, 100%) as an oil. 
35 8H (DMSO <fl) 8.66 (1H f s), 7.65 (2H, d, A 8-7Hz), 7.58 (1H, s), 7.44 <1H, 
s), 7.39 (2H, d, A 8.7Hz), 3.99 (3H, s), 3.97 (3H, 5), 3.58 (3H, s), 3.22 (1H, 
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dd, i 16.3, 6.1Hz), 3.05 (1H, dd, i 16.3, 8.5Hz). m/z (ES + , 70V) 384 
(MH + ). 

IMTFRMED1ATE 17 

5 M»thvi f5W3^3- P h en vl-l^iiinazolinvnaminoVphenvlVr2-(tert- 
hi itnwcarbonvl laminol-propanoate 

Methyl (2SH2^tert-butoxycarbonyi)amino]-3-(4-aminophenyl)propanoate 
"{500mg, 1.7mmol) and 4-chloro-2-phenylquinazoline (408mg) were 

dissolved in 2-ethoxyethanol (5ml) with Hunigs base (0.6ml) and the 
10 solution heated at 120°C for 16h. The solution was cooled and 

concentrated. The residue was purified by column chromatography (Si02; 

-r.n 2 n ? iMflOH.?fi'i\ to give the title compound (682mg. 81%) as a brown 

foamy solid. 6H (CDCi 3 ) 8.56 (2H, dd, 1 7.5, 3.7Hz), 8.10 (1H, m), 7.95 

(1H, m), 7.88 (2H, d, J 8.5Hz), 7.80 (1H, m), 7.70 (1H, m), 7.50 (3H, m), 
15_ 7.23 tfH/d, J 8:5Hz), 5.05 (1H, m), 4.65 (1H, m), 3.72 (3H, s), 3.49.(1H, 

m), 3.15 (2H, m), 1.45~(9H, s). m/z (ES+. 70V) 499 (MH+). 

INTFRMEPIATE 18 

fWgthvnS\-2.Ammo-344Jf 3^henvM^tiinay Q linvhaminolDhenvl> 
20 pronanoate 

Intermediate 17 (678mg, 1.36mmol) in EtOAc (30ml) was saturated with 
HCI gas and stirred for 45 mins. The brown precipitate was filtered off and 
dried to give the title compound (518mg, 96%) as a brown foamy solid. 6H 
(DMSO d 5 ) 9.12 (1H, d, J 8.6Hz), 8.83 (2H, m), 8.50 (1H, d, J 8.1Hz), 8.44 
25 (2H. d, J 7.1Hz), 8.14 (1H, d, J 8.1Hz), 8.10 (1H, t, J 8.1 Hz), 7.84 (2H, d, J 
8.6Hz), 7.70 (1 H, d, J 7.1Hz), 7.63 (2H, t, J 7.1Hz), 7.40 (2H, d, J 8.5Hz), 
3.70 (3H, a), 3.67 (1H, m), 3.30 (1H, dd, i 14.0, 5.5Hz), 3.18 (1H, dd, J 
14.0, 7.4Hz). m/z (ES+. 70V) 399 (MH + ). 

30 INTERMEDIATE 19 

f tfwl fPW3-Amino>3-r44tert-but nYvr a rfaonvi\aminophenvn 

prooanoate 

Ethyl (3R)-3-(Benzyl[(1 S)-1-phenylethyl]amino^4-(tert-butoxycarbonyl) 
amino phenyl]propanoate (1.18g, 2.35mmol) was dissolved in MeOH 
35 (10ml) and formic acid (1ml) and 10% palladium on carbon added and the 
mixture refluxed for 2h. The reaction mixture was cooled, filtered through 
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Celite® and concentrated to give the crude title compound which was used 
immediately in the next reaction. 6H (CDCI3) 7.34 (2H, d, i 8.1 Hz), 7.27 
(2H, d t J 8.1Hz), 7.10 (1H, brs), 4.59 (1H, m) ( 4.11 (2H, q, J 7.1Hz), 3.14 
(1H, dd t i 16.8, 7.9Hz), 2.86 (1H, dd, J 16.8, 12.0Hz), 1.20 (3H, t, J 
5 7.1Hz). 

IMTFRMEDIATE 20 

Fth%/I r/?U3^mino.3-f4-aminonhfinvnDroDanoate 

Intermediate 19 was dissolved in EtOAc (25ml) and the-solution saturated 
10 with HCI gas. The solution was stirred at RT for 90 mins whilst a white 
precipitate formed. The solid was filtered and dried to give the lftls 
compound (570mg, 88% over 2 steps) as a white solid. 8H (DMSO d^) 
8.79 (2H, br s), 7.63 (2H, d, J 8.4Hz), 7.36 (2H, d, J 8.4Hz, 4.58 (1H, m), 
- 3.98 (2H, q, J 7.1Hz) t 3.19 (1H, dd, J 16.3, 5.6Hz). 2.99 (1H, dd, J 16.3, 
15 9.1Hz). 1.08 (3H, t, J7.1Hz). m/z (ES + , 70V) 192 (M-NH3). 

IMTFRMEDIATE 21 

pjhyi rff^344-Aminophenvl>-3-f^ rt^utoxvcarbonvlamino) 

propanoate 

20 Intermediate 20 (550mg, 1.96mmol) was dissolved in dioxan (10ml) and 
treated with sodium bicarbonate (1g), water (10ml) and di-tert-butyl 
dicarbonate (427mg) and the mixture stirred for 16 h. Water was added 
and the product extracted into EtOAc (x 2), washed with brine, dried 
(Na2S04), filtered and concentrated to give the crude product which was 

25 purified by column chromatography (SiOz; CHaCfc/MeOH 20:1 ) to give the 
title compound (296mg, 49%) as an oil. 8H (CDCI3) 7.07 (2H, d, J 8.3Hz), 
6.64 (2H t d, J 8.3Hz), 5.28 (1H, br s), 4.99 (1H, m), 4.05 (2H, q, J 7.1Hz), 
2.82 (1H, dd, i 15.1, 6.5Hz), 2.73 (1H t dd, J 15.1, 6.5Hz), 1.42 (9H, s), 
1.17 (3H, t, J 7.1Hz). m/z (ES + , 70V) 331 <MNa+). - 

30 ~ 
INTCMEDIATE 22 

Fthvl f3WU3.r(teii.Butoxvcarfao nylamino^^-f442.6.naDhthvridin-1- 
ylaminolphenvlpropanoate 

Intermediate 21 (250mg, 0.81 mmol) in 2-ethoxyethanol (2ml) was treated 
35 with 1-chloro-2,6-naphthyridine (134mg) and heated at 120° for 15mins, 
then 100°C for 1h, then cooled and concentrated. The residue was 
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- extracted into EtOAc (x 3), washed with sodium bicarbonat solution, 
brine, dried <Na2S04), filtered and concentrated to give the crude product. 
The products were purified by column chromatography (SiO* 
CH 2 Cl2/MeOH 50:1-20:1-10:1) to give the deprotected compound (106mg, 

5 30%) as a brown gum and the titia mmnound (98mg, 36%) as a yellow 
gum. 6H (CDCI 3 ) 9.18 (1H. s), 8.66 <1H, d, J 5.9Hz), 8.20 (1H, d, J 5.8Hz), 
7.73 (1H. d, J 5.9Hz), 7.65 (2H, d. J 8.5Hz), 7.30 (2H, d, J 8.5Hz). 7.19 
" (1H. d, J 5.8Hz), 5.47 (1H. m). 5.08 (1H. m), 4.09 (2H, q. J 7.1Hz), 2.83 
(2H, t, A 6.4Hz). 1.44 (9H, s), 1.20 (3H, t, J 7.1Hz). mtz (ES*. 70V) 437 

10 (MH + ). 

IMTFRMEDIATE 23 

FthvU/?l-3.Af« in».a-rd-f2 6^anhthvridin-1-vlamino)Dhenvl 
pmnanoate 

15 Intermediate 22 (100rhg, 1mmol) was dissolved in EtOAc (5ml) and 
saturated with HCI gas. The reaction mixture was stirred to give a 
precipitate which was filtered and dried to give the title CPmppy"d which 
was combined with the material isolated from the previous reaction. 8H 
(CDCI3) 9.18 (1H, s), 8.65 (1H, d. J 5.9Hz), 7.65 (2H, d. J 8.5Hz,), 7.37 

20- (2H, d. J 8.5Hz). 7.19 (1H, d. J 5.7Hz). 4.44 (1H, t. J6.8Hz), 4.15 (2H, q. J 
7.1Hz), 2.68 (2H, d. J 6.8Hz), 1.25 (3H. t, J 7.1 Hz). 

INTERMEDIATE 24 

M.Rnft.Q42.Pvrimidi n Y H.f .tvrnsinR methvl ester 

25 A solution of W-BOC-L-tyrosine methyl ester (3.0g, 10.2mmol) in DMF 
(5ml) was added to a suspension of NaH (60% in oil, 1 1 .2mmol, 447mg) in 
DMF (10ml). After 10 min. a solution of 2-chloropyrimidine (11.2mmol, 
-1r28g) in DMF (3ml) was added and the mxiture stirred overnight. The 
reaction was quenched with water, diluted EtOAc and washed with water 

30 and brine. The EtOAc layer was dried (Na 2 S04) and concentrated in 
vacuo. Purification by column chromatography [Si0 2 . EtOAc/hexane,1:1] 
gave the title compound. 6H (DMSO dg) 8.62 (2H, d, J 4.8Hz), 7.37 (1H, 
d, 1 8.1Hz). 7.28 (2H, d, 1 8.4Hz), 7.24 (1H, t, i 4.8Hz), 7.09 (2H, d, J 
8.4Hz), 4.18 (1H, m), 3.01 (1H, dd, J 13.8, 4.6Hz), 1.33 (9H, s). 

35 

IMTPRMFDIATg 2S 
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n^?-PvrimldtnyiyL^yros ine methvl ester hydrochloride 
Removal of BOC group from intermediate 24 (HCI/EtOAc) gave the iiil§ 
compound as a white solid. 5H (DMSO d6) 8.69 (3H, m), 8.63 (2H, d, J 
10 4.9Hz). 7.31-7.25 (3H, m), 7.15 (2H, d, J 8.6Hz), 4.30 (1H, m), 3.69 (3H, 

5 s), 3.19 (1 H, dd, J 14.5, 6.4Hz), 3.12 (1H, dd, i 14.3, 7.2Hz). * 

INTERMEDIATE 26 

15 M RnC-0-f3.5.Dichtoroisonieotinovn./--tvrosine methvl ester 

A solution of N-BOC-L -tyrosine methyl ester (2.95g, 10mmol) in THF 
10 (10ml) was added to a suspension of NaH (60% in oil, 1 1mmol, 440mg) in 

THF (30ml) at 0°. After 10min, a solution of 3,5-dichloroisonicotinoyl 
20 chloride (-11mml, 2.32g) in THF (10ml) was added and the mixture stirred 

at RT for 4h. NH4CI (aq) was added and the mixture extracted with DCM. 

The DCM extracts were dried (Na 2 S04) and concentrated in vacuo. 
15 Recrystallisation (EtOAc/hexane) gave the Me pompou^ as white" 
25 crystals (3.61g, 77%). 6H (DMSO d 6 ) 8.89 (2H, s), 7.39 (2H, d, J 8.5Hz), 

7.32 (1H, d, J 6.2Hz), 7.23 (2H t d. J 8.5Hz), 4.21 (1H, m), 3.62 (3H, s), 

3.05 (1H, dd, J 13.8, 4.9Hz), 2.89 (1H, dd, J 13.8, 10.5Hz) t 1.31 (9H). m/z 

(ES + ,70V)410(M + +Na). 



30 20 
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IKITFRMED1ATE 27 

n^3 5-DichloroisomcotinovlU -tyrosin e methvl ester hydrochloride 
Intermediate 26 (3.61g) in EtOAc (150ml) was treated with HCI/EtOAc 
(3m, 50ml). The white precipitate produced was filtered off and dried to 
25 give the title compound as a white solid (1 .93g). 8H (DMSO de) 8.90 (2H, 
s), 8.74 (3H, br), 7.42 (2H t d, J 8.5Hz), 7.28 (2H, d, J 8.6Hz), 4.31 (1 H, m), 
3.67 (3H, s), 3.25 (1H, dd, J 14.2, 6.0Hz), 3.17 (1H, dd, J 14.1, 7.2Hz). m/Z 
- (ES + . 70V) 369 (MH + ). 



30 INTERM EDIATE 28 

3-Riitvl-4-methoxv-3-cvclobutene-1.2-dione 

n-BuLi (8.13ml of a 1.6M solution in hexane, 13mmol) was added slowly to 
a solution of 3,4-dimethoxy-3-cyclobutene-1,2-dione (1.42g, 10mmol) in 
THF (100ml) at -78°. After 2h, trifluoroacetic anhydride (2.12ml, 15mmol) 
35 was added. After a further 30min the cold solution was poured into 
NH4CI(aq) (100ml) and EtOAc (100ml) and stirred well. The aqueous 
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layer was extracted with EtOAc. The organic extracts were washed with 
brine, dried (Na 2 S0 4 ) and concentrated in vacuo. Column 
chromatography (SiC>2, EtOAc/hexane, 30:70) gave the title COmPQUnd as 
a yellow oil (803mg, 48%). 6H (CDCb) 4.42 (3H, s), 2.60 (2H, t, i 7.6Hz), . 
5 1.71-1:61 (2H, m), 1.44-1.32 (2H, m), 0.94 (3H, t, i 7.3Hz). m/Z (ES + , 
70V) 169 (MH+). 

15 INTERMEDIATE 29 

|Ulftthvl f2W2-ptert-butoxv earto Q nvhaminn1.3-r3-methoxv-4- 

10 nltrnnhenvn-2-proDenoate " 

Activated manganese IV oxide (26g) was added to a mixture of 3-methoxy- 
20 - 4-nitrobenzylalcohol- (5.26g ( 28.7mmol), W-(t-Butyloxycarbonyl)Kx-. 

(diethylphosphono)glycine methylester (described in W099/47547) (8.91g, 
27.4mmol) and DBU (4.29ml, 28.7mmol) in DCM (150mi) at 0°. The 
15 mixture was stirred at RT overnight then filtered. The filtrate was washed 
25 with dil. HCI, dried (Na2S04) and evaporated in vacuo. Recrystailisation 

from MeOH gave the title compound as pale brown crystals (4.6g). 6H 
(DMSO d 6 ) 8.94 (1H ( br s), 7.91 (1H t d, A 8.4Hz), 7.56 (1H, d, i 1.5Hz), 
7.36 (1 H, dd, A 8.5. 1.3Hz), 7.12 (1H, br s), 3.92 (3H, s) t 3.75 (3H, s), 1 .37 
30 20 (9H, s). mfZ (ES + , 70V) 375 (M++Na). 

INTERMEDIATE 30 

Mftthvl 3^4-amino-3-methoyvDhenvh ^-rfferf>butoxvcarbonvnaminQl- 
2-pronanoate 

A mixture of Intermediate 29 (2.30g, 6.53mmol) and palladium on charcoal 
(10% Pd on carbon, 230mg) in MeOH (65ml) was stirred under a hydrogen 
atmosphere at RT overnight. The catalyst was filtered off and the filtrate 
concentrated in vacuo. Recrystailisation (Et20/hexane) gave the lillfi 
compound as dark pink needles (1.62g, 77%). 6H (DMSO d 6 ) 7.12 (1H, 
d, J 7.9Hz), 6.65 (1H t s), 6.51 (2H, s), 4.52 (1H, s) t 4.49 (1H, s), 4.07 (1H. 
m), 3.72 (3H, s), 3.59 (3H, s) t 2.81 (1H, dd, J 13.7, 5.4Hz), 2.69 (1H, dd, J 
13.1, 9.5Hz), 1.32 (9H, s). mfc (ES+, 70V) 347 (MNa + ). 

INTERMEDIATE 31 

Mftthvl 3^4-p6.7^imethnYy-4-quina ^linynamlno1-3-methOXVPhenvlV 
2-pfert-butO Yvftarbonvl)piminff1r rn P anQate 
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A mixture of lntermediate-30 (486mg, 1.5mmol). 4-chloro-6,7-dimethoxy 
quinazoline (337mg, 1.5mmol) and diisopropylethylamine (261^1, 1.5mmol) 
in ethoxyethanol (1.5ml) was heated at 120° for 24h. The mixture was 
diluted with DCM, washed with dil. HCI and water, dried (Na2S04) and 

5 concentrated in vacuo. Column chromatography (SiC>2: MeOH/DCM, 
5:95) gave the title compound as a brown gum (720mg, 94%). 6H (DMSO 
d 6 ) 9.10 (1H, s, ArNH), 8.34 (1H t d, J 1.0Hz), 7.85 (1H, d, J 1.4Hz), 7.47- 
7.44 (2H, m), 7.40 (1H, d, A 8.0Hz), 7.47-7.44 (2H, m), 7.40 (1H, d, J 
8.0Hz). 7.20 (1H, s), 7.07 (1H, s), 6.91 (1H, d, A 8.0Hz), 4.34-4.28 (1H, m), 

10 3.98 (3H ( s), 3.98 (3H, s),3.82 (3H, s) 3.70 (3H, s), 3.09 (1H, dd, J 13.8, 
5.0Hz), 2.95 (1H t dd, J 13.7, 10.0Hz), 1.42 (9H, s). mfc (ES+, 70V) 573 
(MH*). 

INTERMEDIATE 32 
15 Mpthvi 2- a minQ-3^.n6.7-dimftthoxv-4-auina7QlinvnaminQl-3- 

methoxvphenvllproDanoate hy drochloride 

Dry HCI was bubbled into a solution of -Intermediate 31 (715mg, 1.4mmol) 
in EtOAc (30ml) for a few seconds. The mixture was stirred.at RT for 1h. 
The precipitate was filtered off and dried to give the title CQmpPUDd as a 
20 brown solid (534mg, 85%). 6H (DMSO de, 370K) 8.57 (1H, s) t 8.23 (1H 
br s), 7.43 (1H, d, J 7.9Hz), 7.15 (1H, s), 6.95 (1H, dd, A 8.0, 1.5Hz), 4.28 
(1H t dd, A 7.1. 6.2Hz), 4.02 (3H, s), 4.01 (2H, s), 3.82 (3H, s), 3.75 (3H, 
s), 3.31 (1H, dd, A 14.2, 6.1Hz), 3.24 (1H. dd, A 14.2, 7.1Hz), m/Z (ES + , 
70V)413(MH + ). 

25 ~ - ~ 

IKITFRMEDIATE 33 

Mftthvl fSU2-nferf-butQYu Ca rbon V naminoV3-l4-r2-l2,6- 
fjjrhloronhftnvl^thvnvnnhftnvl^DroDanoate 

Nitrogen was bubbled through a solution of W-BOC-L-4-iodophenylalanine 
30 methyl ester (1 .50g, 3.69mmol) in toluene (20ml) and triethylamine (1 0ml). 
Bis(triphenylphosphine)palladium (II) chloride (10mol%, 260mg) and 
copper (I) iodide (20mol%, 140mg) were added. A solution of 2,6- 
dichlorophenylacetylene (949mg, 5.55mmol) in toluene (10ml) was added 
by syringe-pump over 3h. The mixture was stirred at RT for a further 3h. 
35 The mixture was diluted with EtOAc, washed with dil. HCI and brine, dried 
(Na2S04) and evaporated in vacuo. Column chromatography (S1O2; 
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EtOAc/hexane, 20:80) gave the iiil£_£2mfiflUQd as a brown gum (1.61g, 
97%). 8H (DMSO d 6 ). 7.60-7.58 (2H. m), 7.51 (2H. d, J 8.1Hz), 7.42 (1H, 
dd. J 8.8, 7.4Hz). 7.33 (2H, d. J 8.1Hz), 4.21 (1H, br m), 3.73 (3H, s), 3.04 
(1H, dd. J 13.8, 5.0Hz), 2.88 (1H; dd. J 13.7, 10.0Hz) and 1.31 (9H, s): m/z 
5 (ES+, 70V) 470 (M*+ Na). - 

IMJPPMEDIATE 34 

MfthYl (f^^frhtnAt^pjv B^ifthioronhPnv»Bthvnvnphenvl> 

prnnanoatP hydrochloride 

1 0 HCI gas was bubbled through a solution of the compound of Example 33 
(1.6g, 3.57mmol) in EtOAc (70ml) for 5 min. The mixture was stirred for 1h 
at RT. The precipitate formed was filtered off arid washed with ether to 
give thP till* compound as an off-white solid (1.21g. 88%). 8H (DMSO d 6 ). 
8.73 (3H, br s). 7.60 (2H, d. J 8.0Hz). 7.56 (2H. d, J 8.1Hz). 7.44 (1H, dd. J 

15 8.7, 7.6Hz), 7.35 (2H. d. i 8.1Hz)..4.30 (1H, t. J 6.6Hz), 3.68 (3H, s), 3.25 
_(1H, dd. J 14.2, 6.1Hz), 3.16 (1H. dd. J 14.0. 7.2Hz); mfc (ES*. 70V) 348 
(M 4+ H). 

■MTFPMFniATE 35 

20 S-M«ihvl.d-r3fflm"na™1inone 

6-Methylanthranilic acid (5g, 33mmol) and formamidine acetate (0.4g, 
41mmol) were refluxed in 2-ethyoxyethanol (50ml) "for 16h. On cooling 
the solvent was removed in vacuo, the residue slurried in diethyl ether, the 
solid filtered, washed with diethyl ether and dried to yield. 3.6g of the litis 

25 mmnound 6H (DMSO d $ ). 7.97 (1H, s). 7.60 (1H. dd, J 7.9. 7.6Hz). 7.43 
(1H, d. J 8.0Hz). 7.21 (1H. d, J 7.3Hz). 2.76 (3H, s); mfc (ES + 70V)161 
(MH*). 

IMTPRMPniATE 36 
30 4^hlnrn.S^ncth V lqiiinayolinfl 

The compound of Intermediate 35 (4.1g, 26mmol) was refluxed in 
phosphorous oxychloride (60ml) for 5h. On cooling the phosphorous 
oxychloride was removed in vacuo and the residue quenched in ice cold 
saturated sodium bicarbonate. The resulting mixture was extracted with 
35 EtOAc (3 x 50ml), washed with brine, dried (Mg 2 S04). the solvent 
removed and the residue purified by column chromatography (silica 1:1 
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20 



ethylacetate/ isohexane) to yield the tftfr compound as white solid. 8H 
(DMSO ds), 8.5 (1H, s), 7.7 (1H, dd) 7.8 (1H, d), 7.3 (1H, m) 



INTERMEDIATE 37 
5 FthvUSl-3^4-<r5-methvl ^■Q Min ayQ lin V namino>DhenvlV2-<t-buto?<v- 

r ffr hnnvhamino propanoate 

Ethyl-(S)-3-(4-aminophenyl}-2-[(t-butoxycarbonyl)amino]propanoate 
(413mg, 1.4mmol) and Intermediate 36 (250mg, 1.4mmol)' were heated at . 
reflux in EtOH (10ml). The solution was cooled, solvent removed in vacuo, 
10 residue stirred in EtOAc (10ml) and sat. sodium bicarbonate (10ml), 
organic layer isolated, washed with sodium bicarbonate, brine, dried 
(MgSCU ) and the solvent removed, to yield the title -ppmPPWltf as an off 
white solid (520mg). 6H (CDCI 3 ) 8.6 (1H. s), 7.8 (1H, br, s), 7.7 (1H, d, J 
7.8Hz), 7.6 (2H, m), 7.3 (1H, d, J 7.2Hz), 7.2 <2H, d, J 8.7Hz), 5.2 (1H, br 
15 m), 4.6 <1H br m) 4.2 (2H, q, 1 7.2Hz), 3.15 (2H, br m), 3.1 (3H, s), 1.4 
25 <9H,s), 1.25 (3H,t, J 7.2Hz). 

_ INTERM EDI ATE 38 
^vl-^^^4- rfS^ethvM-oiiSn agQ linvnaminolPhenvlW2> 

30 20 ^Tr i n QQropanoate 

The compound of Intermediate 37 (1.1g, 2.5mmol) in DCM (4ml) and 
trrfluoroacetic acid (2ml) was stirred for 1h. The solution was poured onto 
saturated sodium bicarbonate and extracted with EtOAc (x 3). The 

35 extracts were washed with brine, dried (MgS0 4 ), solvent removed in 

25 vacuo to give the title compound as yellow oil. 5H (CDCI3), 8.6 (1H, s), 
7.8 (1H, br s), 7.7 (1H, d, J 8.4Hz), 7.6 (3H, m), 7.3 (3H, m) 4.2 (2H, q, A 
7.2Hz), 3.7 <1H, m), 3.1 (1H dd, J 13.6, 8.4Hz), 3.0 (1H, s). 2.8 (1H, dd, J 

40 13.6. 7.9Hz) t 1.3 (3H, t, J 7.2Hz). m/S (ES* 70V) 351 (MH+) 

30 INTERMEPIATE 39 

^ ft thyU2.aminp.S-/trifluoromffthoxv)benZQate 

45 A mixture of 2-Bromo-4-trifluoromethoxy aniline (2.7g, 10.6mmol) 

palladium (II) acetate (360mg.) triethylamine (9ml) and 1,3-bis 
(diphenylphosphino) propane (651 mg) in anhydrous methanol (10ml) and 
35 anhydrous dimethyl formamide (10ml) were cooled in ice/methanol bath, 

so and carbon monoxide gas was bubbled through for 10min. The mixture 
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was heated at 70° under a partially inflated balloon of carbon monoxide for 
17h. On cooling nitrogen was bubbled through the solution to dispense 
excess carbon monoxide, and the mixture was poured onto water (50ml) 
and EtOAc (50ml), filtered through Celrte®, the organic layer isolated, and 
5 aqueous phase was extracted with EtOAc. The organic layers were 
combined, washed with water (x 2), brine (x 2), dried (MgS0 4 ), and the 
solvent removed in vacuo. The residue was distilled and the fraction 
15 boiling at 170°, 0.08 mbar collected to yield 1.8g of a yellow liquid. 6H 

(CDCI 3 ), 7.7(1H,m),7.1 (1H, m), 6.6 (1H, d, J 9.0Hz), 3.9 (3H, s). 



10 

20 



25 



45 



IMTFRMEDIATE 40 

^-fTrifiuoromethQxv^r3HI-aulna20line> 
Prepared in a similar manner to the compound of intermediate 35 from the 
compound of Intermediate 39. 6H (DMSO d 6 ). 8.1 (1H, s), 7.9 (1H, s), 7.8 
15 (2H,m). 



IMTFRMEDIATE 41 

4-nhloro-6-<trifluQromethoicv^guinazo»ne. 

Prepared from the compound of Intermediate 40 in a similar manner to that 
30 20 described for Intermediate 36. 6H (CDCb), 9.1 (1H, s), 8.1 (1H, d, J 

9.2Hz), 80 (1H, m), 7.8 (1H, m); m/z (El*, 70V) 249/251. 

IMTFRMEDIATE 42 
35 FthuUS^ ^ rfiUtrifluorom^^ 

25 pt-butoxvcarbonvnamlnoloropanoate 

Prepared from Intermediate 41 in a similar manner to that described for 

Intermediate 37. 6H (CDCI 3 ), 8.7 (1H, s), 8.0 (1H, d, J 9.1Hz), 7.8 (1H, br 
40 " s) t 7.6 <3H, m), 7.2 (2H, d, J 8.5Hz), 5.0 (1H, br s) 4.5 <1H, br s), 4.2 (2H, 

q, J 7.2Hz) r 3.1 (2H, br s), 1 .4 (9H, s), 1 .2 (3H, t, A 7.2Hz). 

30 

IMTFRMEDIATE 43 

Fthvl rSU344Mrr6-t riflu 0 rQmethQffYH" nuina20linvl1aminQ ^ phe 
aminopropanoate 

Prepared from the compound of Intermediate 42 in a similar manner to that 
35 described for Intermediate 38. 6H (CDCI3). 8.7 (1H t s), 7.9 (1H, d, A 
9.2Hz), 7.7 (1H, br m) t 7.6 (3H, m), 7.2 (2H, d, i 7.1Hz) t 4.2 (2H, q, J 
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7.2Hz). 3.8 (1H, m). 3.1 (1H. m), 2.9 (1H, m), 1.3 (3H, t, i7.2Hz); m/z 
(El + , 70V) 421 (MH+) 

IHTFPMEDIATE 44 

5 ^.ftpiino-d-mftthoYw-a-cvelnhiitene-l^-cliQne 

3,4-Dimethoxy-3-cyclobutene-1, 2-dione (13g, 9.2mmol) in of MeOH 
(10.0ml) was treated with aqueous ammonia (10.0ml of a 2.0M solution) 
and stirred at ambient temperature for 2h. The yellow precipitate thus 
formed was recovered by filtration, washed with MeOH and EtaO and dried 

10 in vacuo to afford the titip compound (0.87g, 75%) as an amorphous 
yellow powder 6H (<P DMSO) 8.32 (2H, br s), 4.28 (3H, s). m/z (ES + . 
70V) 127 (MH + ). 



INTFRMEPIATE 45 
15 M«>th«i.tS^.fd .ng-rhic>r 0 -6.7-dimethoxv-4- 

25 miin i .rniinvita minniph g n»n.?-nt.huto«vcarhonynamlnPlproBanQatB 
Prepared in a similar jnanner to the compoundTof Intermediate 9 from 
methyl-(S)-3K4^minophenyl)-2-(W-t-butoxycarbonylamino)propanoate and 
2.4-dichloro-6 l 7-dimethoxyquinazoline. 8H (CD 3 OD) 772 (1H, s), 7.69 

30 20 (2H, d, J 8.4Hz), 7I25 (2H, d. J 8.4Hz). 7.05 (1H, s). 4.34 (1H, m), 4.15 

(2h! m, J. 7.1Hz), 4.00 (3H, s), 3.96 (3H, s). 3.08 (1H, m), 2.97 (1H, m), 
1.40 (9H, s), 1.23 (3H, t. J 7.1Hz). m/Z (ESI + 531 (MH*). 

35 FY AMPLE 1 

25 F»h V l I jtU3.r4^ a fi^irhloro^.nvririwlcarbmfaml(10)nhenvn-2-(2- 

■ g onroDOXV-3 4^io«ocvl nhiit-1-envlqmin n )P ropanQate 

A solution of Intermediate 3 (2. 1 g. 5mmol) in EtOH (25ml) was treated with 
40 DIPEA (0.96ml, 5.5mmol) and 3,4-diisopropoxy-3-cyclobutene-1, 2-dione 

(1.1g. 5.5mmol).and heated to reflux for 16h. The reaction mixture was 
30 cooled and concentrated in vacuo. The residue was taken up in EtOAc 

(50ml) and washed with 10% aqueous citric acid (2 x 50ml), NaHC03 
45 solution (2 x 30ml) and brine (30ml). dried (MgS0 4 ) and the solvent- 

evaporated in vacuo to give a pale yellow oil, which was purified by column 

chromatography (Si0 2 .EtOAc:hexane 1:1) to give the title compound as a 
35 white foam 1 .62g, 62%). 8H (DMSO *), 10.45 (1H s), 8.69 (2H, s), 8.52 
50 (1H, d, J 8.4Hz), 7.57 (2H, d, J_7.6Hz), 7.25 (2H. d. i 7.6Hz), 5.22 (1H, 
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m), 4.69 (1H, m). 4.19 (2H t q, i 7.1Hz), 3.25 (1H t dd, J 14.3, 5.2Hz), 3.07 
(1H, dd, J 14.3, 9.4Hz), 1.38 (6H, dd, J 6.2, 3.9Hz), 1.23 <3H, t, J, 7.1Hz). 



EXAMPLE 2 

5 EthvMS^4-tt S^ichlo^ . 
fpethoxvDroDvlamine]-3.4-dioxo cvctQbut-1-€nvlaminQ^ProPanoate 
A solution of the compound of Example 1 (1.55g, 2.99mmol) in EtOH 

15 (25ml) was treated with 3-methoxypropylamine (0.34 ml, 3.3mmol) and 

stirred for 16h at RT. The white solid was isolated by filtration, and 
10 washed with cold Et20 (3 x 10ml) to give tha title compound (1 .38g t 84%). 
6H (DMSO cJ6),10.89 (1H, s), 8.80 (2H, s), 7.59 (2H t dj 8.4Hz), 7.25 (2H, 

2° br m) t 7.18 (2H, d, J -8:4Hz).- 4.99 (IH. m), 4.18 (2H, q, J 7.1Hz), 3.54 <2H, 

m), 3.37 (2H, t, 1 6.3Hz), 3.23 (3H, s), 3.16 (1H, m), 3.06 (1H, m), 1.75 
(2H, q. J 6.3Hz), 1.22 (3H, t, J 7.1Hz). flj/z(ES + , 70V) 549 (MH+). 

15 

25 EXAMPLE 3 

rSU3-r4-f3.5-Dtchloro^l-Dv riri v lrarboxamirin|nh e n V n-2-r243. 

methoic vorop vlamtnoU3.4 -f<i"*QcvelobuM ■envlaminotpropanoic acid 

A solution of the compound of Example 2 (1 .30g, 2.48mmol) in THF (40ml) 
30 20 and water (25ml) was treated with LiOH.H 2 0 (125mg, 2.98mmol) and 

stirred for 3h at RT. The reaction mixture was concentrated in vacuo, and 
acidified to pH 2 with 1M hydrochloric acid. The resulting solid was 
isolated by filtration , washed with water and dried in vacuo to give the lills 
35 compound (1.1 5g, 85%). 8H (DMSO d B ), 10.89 (1H, s), B.79 (2H, s), 7.58 

25 (3H, m). 7.19 (2H, d, J 8.1Hz), 4.92 (1H, m), 3.54 (2H, m), 3.23 (3H, s). 
3.16 (1 H, dd, J 13.9, 5.1Hz), 3.05 (1H, dd, J 13.9, 7.4Hz) and 1.74 (2H, t, J 
6.4Hz). m/Z (ES + , 70V) 521 (MH + ). 



FX AMPLE 4 

30 gthvl4SU3r443S^ichloro -4-pYririv'carhnyamido^Dhenvn-2-(2- 
propvlamino-3.4-dioxocy clQbut-1-env<aminolDrOPanQate 

A solution of the compound of Example 1 (1g. 1.93mmol) in EtOH (25ml) 
was treated with n-propylamine (0.18ml, 2.12mmol) and stirred at RT for 
16h. The resulting white solid was isolated by filtration and washed with 
35 cold Et 2 0 (2 x 20ml) to give the title compound (0.68g, 68%). 6H (DMSO 
d*), 10.87 (1H, SV8.78 (2H, s), 7.57 (4H, m,), 7.16 (2H, d, 1 8.3Hz), 4.97 
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(1H. m), 4.16 (2H, q, J 7.1Hz), 3.44 <2H t m), 3.1 f (2H, m), 1.50 (2H, m), 
1.20 (3H t t, J 7.1Hz), 0.86 (3H, t, J 7.1Hz). mfc (ES + , 70V) 519 (MH+). 

FXAMPLE 5 

5 f^^>fd-f3.S-Dichloro-4.p V ridvlcartaox a midf)^henvn>2^2* 

p rff pylamino>3.A-dioxQCvclobut-1^nvlammo^Dropanoicacid. 
The title compound (0.67g, 99%) was prepared from the compound of 
Example 4 (0.66g, 1.27mmol) in a similar manner to the compound of 
Example 3. 8H (DMSO d 6 ), 10.51 (1H, s), 8.71 (2H ( s), 7.56 (2H ( d, J 
10 8.3Hz), 7.36 (1H, m), 7.31 <1H, d, J 9.0Hz), 7.22 (2H, d, J 8.3Hz), 4.96 
(1H, m), 3.49 (2H, q, J6.7Hz), 3.20 (1H, dd, J 14.1,5.6Hz), 3.09 <1H, dd; i 
14.1 , 7.4Hz), 1 .57 (2H, m), 0.92 (3H, t, i 7.4Hz). m/Z (ES + , 70V) 491 
(MH + ). 

15 P^AMPLE 6 

F»hyl/j?U3.r443.5^ichlorn-a.px/ririx/l C arhoxamido>Dhenvl1-2-r(2-tert- 

^iftyiuaa-dioxo-i-cvctobutenvtaminolDropanQate 

A mixture of the compound of Intermediate 4 (392mg, 2mmol), 

Intermediate 3 (837mg! 2mmol) and DlPEA(348uJ, 2mmol) in abs. ethanol 

20 (20ml) was heated at reflux for 24h. The solvent was removed in vacuo 
and the residue dissolved in DCM, washed with HCI (1M), dried (Na 2 S04) 
and evaporated in vacuo. Column chromatography (Si02; MeOH/DCM, 
5:95) gave the title compound as a yellow foam (741 mg, 72%). 5H (DMSO 
d 6 ). 10.83 (1H, s), 8.77 (2H, s), 8.54 (1H, d, i 8.6Hz,), 7.S4 (2H, d, J 

25 8.4Hz), 7.23 (2H, d, J 8.5Hz), 5.01 (1H, m), 4,17 (2H, q, i 7.1Hz), 3.25 
(1H, dd, A 4.6Hz), 3.04 (1H t dd, J 13.7, 10.9Hz), 1.21 (9H, s), 1.21 (3H, t, 
J 7.1Hz) . mfz (ES + , 70V) 518 (M + + H). 

FXAMPLE 7 
30 fSW^M^.S-DIchloro^W d ^ 

3.4.dioxo-1-cvclobute nvlamino1propanoate 

Lithium hydroxide monohydrate (66mg, 1.56mmol) was added to the 
compound of Example 6 (735mg, 1.42mmol) in THF (14ml) and water 
(14ml). After 2.5h at RT the THF was removed in vacuo. The aqueous 
35 residue was acidified (pH1 t 1M HCI) and the precipitate filtered off, washed 
with water and dried to give the title compound as a pale brown solid 
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(625mg, 90%). 5H (DMSO de), 13.29 (1H. br s), 10.85 (1H. s), 8.78 (2H, 
s), 8.49 (1H, d, i 9.2Hz), 7.55 (2H. d, J 8.5Hz), 7,24 (2H, d. J 8.5Hz). 4.95 
(1H, ddd, J .1.1.0. 9-3._4.2Hz). 3.28.(1H. dd. J 13.8, 4.1Hz), 3.04 (1H, dd. J. 
13.7, 1.1Hz). 1.22 (9H. s); m/2(ES + , 70V) 490 (__♦+ H). 

EXAMPLE 8 

W f *wi fsua-fA -nas^ichtorot^nicotinovnoxvlDhenvlVZ-iZ- 

p r pvlamino -a d-di_Kocvc|h .t-i-anvlaminolDroDanoate 

In a similar manner to that described for Example 1 and Example 2 the iiflr 
ftnmoound was prepared from the compound of Intermediate 27 as a white 
solid. 8H (DMSO de, 390K) 8.81 (2H. s). 7.36 (2H. d. J 8.7Hz). 7.26 (2H. 
d, J.8.7HZ). 5. 11-5.05 (1 H. m). 3.78 (3H, s). 3.52-3.47 (2H. m) 3.29 (1 H. 
dd. A 14.2, 5.9Hz), 3.18 (1H, dd. J 14.2, 9.7Hz). 1.63-1.54 <2H. m), 0.93 
(3H, t. J. 7.4Hz.). mlZ (ES + . 70V) 506 (MH + ). 

EXAMPLE 9 - 

( ^.aJd.W_S.pirhlflrni_oni- Pt8 1 invlto-v1phBnvlV2-(2-proPVlaminO-3 . 4- 
^{ T f ynevelob iit-1-envlamini?}p"«"a"o'c add 

In a similar manner to that described for Example 3 the title compound w a s 
prepared from Example 8 as a white solid. 6H (DMSO de, 390K) 13:31" 
-(1H br), 8.80 (2H. s), 7.38 (2H, d. J 8.6Hz). 7.25 (2H. d. J 8.6Hz), 5.0-4.98 
(1H, m). 3.52-3.47 (2H. m.) 3.29 (1H. dd. J. 14.2, 5.7Hz). 3.16 (1H. dd, J. 
14.2, 7.5Hz). 2.51-2.50 (2H. m). 0.93 (3H. t. J 7.4Hz). m/2 (ES*. 70V) 494 
(MH + ). 

FXAMPLE 1P 

pth.l fSl-3-r44_S-dichloro.4-Pvridvl^ ffrhn__midotohenvn-2-(2-bMtY>- 
^4^i6xo-1 -rv-lobuten vl-minotoropanoate 

A mixture of Intermediate 28 (336mg, 2mmol). Intermediate 3 (837mg. 
2mmol) and DIPEA (700^1, 4mmol) in EtOH (2ml) was heated at reflux for 
2h. The solvent was removed in. vacuo. The residue was dissolved in 
DCM (150ml), washed with dil. HCI, dried (Na 2 S0 4 ) and concentrated in 
vacuo Column chromatography (Si0 2 : MeOH/DCM, 5:95) gave the tills 
c^mcQUOd as a yellow foam (904mg. 87%). 8H (DMSO d 6 . 390K) 10.39 
(1H brs), 8.68 (2H, s), 8.59 (1H. br d, J 7.8Hz). 7.55 (2H. br s). 7.26 (2H, 
d. J 8.3Hz). 4.84 (1H. br s). 4.21 (2H, q. 1 7.1Hz). 3.28 (1H. dd, i 14.3, 
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5.3Hz), 3.10 (1H, dd. J 14.3, 9.2Hz), 2.5 (2H, m). 1.62-1.54 (2H, m), 1.38- 
1.29 92H). 1.24 (3H. t. J 7.1Hz, CO2CH2CH3). 0.91 (3H, t, J. 7.3Hz). m'Z 
(ES*. 70V) 518 (MH*). 

5 py AMPLE 11 

( | < f ).-i-f^.f3S.DIchloro-4 - pvririi>lr a rfaoxamirio^hBnvn-2-(2-buM-3 . 4- 
Hin»n-1-cvclobutenvlaminotoroDa noiG acid 

In a similar manner to that described for Example 3 the title CPmPPmd was 
prepared from the compound of Example 10 as a pale yellow solid. 8H 
10 (DMSO 06. 370K), 10.48 (1H, s). 8.70 (2H, s), 8.5 (1H, v br), 7.55 (2H, d. 
J. 7.8Hz), 7.25 (2H. d, J 7.9Hz), 4.85 (1H, v br). 3.29-3.22 (1H. m). 3.09- 
3.03 (1H, m). 2.5 (2H,m), 1.57-1.51 (2H, m). 1 .36-1 .27 (2H, m). 0.90 (3H. 
t. J 7.3Hz). mfc (ES*. 70V) 490 (MH*-). 

15 SAMPLE 12 

pH 1 Y l/.'Q.3^4Jt2.6^iaphthvridin -i.«»amlno1phi>nwn2.rf2.isoproDOXV? 

^,4-^lnyocvelobut.l-envHaminnlpropanoatB 

A solution of Intermediate 7 (280mg, 0.84mmol) and 3,4-diisopropoxy-3- 
cyclobuten-1,2-dione (200mg,-1.01mmol) in absolute ethanol (5ml) was 

20 stirred at RT for 8h then at 50° for 18h. The volatiles were removed in 
vacuo and the residue chromatographed (silica, 80% EtOAc/Hexane to 
100% EtOAc) affording the taic mmnound as a dull yellow foam (250mg, 
63%). 6H (CDCI3) 9.18 (1H, s), 8.66 (1H. d. i 5.9Hz), 8.21 (1H, d. J 
5.7Hz), 7.72 (1H, d. J 5.9Hz), 7.66 (2H, d, J 8.5Hz), 7.22 (1H, obs. s), 7.20 

25 (1 H, d, A 5.7Hz), 7.14 (2H, d. J 8.5Hz), 6.37, 5.90, 5.18 and 4.60 (together 
1H, br m's), 4.27 (2H, q, J 7.1Hz), 3.31-3.10 (2H, br m), 1.42 (3H, d. J 
6.2Hz), 1.41 (3H, d. J 6.2Hz), 1.32 (3H, t. J 7.1Hz): m& (ES + , 70V) 475 
(MH*). 

30 PYaMPI E 13 

Ffhyi / s\-3-r4-n2 6-n a phth»ridin-i -v»aminolphenvn2-ff 2 -/Y . W- 

Hii*th«lamino-3.4.dioxocv Hnhiit-1^nvnRmlnQlDrQPano«te 

The compound of Example 12 (240mg, 0.51mmol) and diethylamine 

(74mg. 105ul, 1.01mmol) in absolute ethanol (2ml) was stirred at 45° 

35 under an atmosphere of- N 2 for 1 8h. The volatiles were removed in vacuo 
and the residue chromatographed (silica, gradiant elution 1 to 3% 
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EtOH/EtOAc) to afford the title compound as a yellow foam (240mg, 97%). 
8H (CDCI 3 ) 9.17 (1H. s), 8.65 (1H, d. J 5.9Hz). 8.19 (1H, d, J 5.7Hz), 7.78 
(1 H, d, J 5.9Hz). 7.68 (2H. d, J 8.4Hz). 7.48 (1 H, s), 7.18 (1H, d. J 5.7Hz), 
7.13 (2H, d, J 8.4Hz), 5.45-5.35 (2H, overlapping signals), 4.25 (2H, q, J 
7.1Hz), 3.68-3.31 (4H, brm), 3.30-3.18 (2H, m), 1.31 (3H, t. J 7.1Hz). 1.22 
(6H, t. J 7.1Hz); m/z (ES + , 70V) 488 (MH + ). 

FXAMPLE 14 

<<?\.a^4.n2.6.Kla phthurldln.1.>/ltam>nn1pKenvl\2^r2.W.W-diethvlaminO- 
3 A^iB«ocvelr>but.1^nvnaffilnft>nrnnano8e acid 

The compound of Example 13 (230mg, 0.47mmol) was treated with a 
solution of LiOH:H20 (25ml. 0.60mmol) in water (4ml) and dioxan (4ml)_at 
RT for 1 .5h. A few drops of AcOH were added and the volatiles removed 
in vacuo. The residue was chromatographed [silica, gradiant elution, DCM 
(200 to 120), MeOH (20). AcOH (3).-H 2 0 (2)] to afford the product as a 
yellow oil. Freeze-drying from aqueous MeOH afforded thn title compound 
as a bright yellow amorphous solid (165mg, 76%). 6H (d6 DMSO) 9.28 
(1H. s), 9.20 (1H, s). 8.65 (1H, d. J 5.9Hz), 8.37 (1H, d. J 5.8Hz). 8.12 (1H, 
d, 1 5.8Hz), 7.78 (2H. d. JB.5Hz), 7.66 (1H. d. i 9.0Hz), 7.26 (1H, d, J 
5.8Hz), 7.22 (2H. d. i 8.5Hz). 5.15-5.05 (1H, m), 3.70-3.30 (4H, br m), 
3.22 (1H, dd, J. 13.9, 4.0Hz), 3.00 (1H. dd. A 13.9, 10.9Hz). 1.09 (6H. t, J 
7. 1Hz); m/Z (ES + . 70V) 460 (MH + ). 

PXAMPLE 14A 

25 lj?l^^4.ri2^Manhthwrldin. <.vnaminn1ph»n»IV.?^r?.ftf/tf^iethvlamino- 
3 A^io«oevelohiit.1^nvnamino\nrnnanoin acid, sodium salt 
A solution .of the compound of Example 14 (250mg, 0.55mmol) in water 
40 - (3ml) and THF (2ml) was treated with sodium hydroxide solution (0.1M, 

5.5mmol) and stirred for 10mins. The solution was freeze dried to give the 

30 title compound as a bright orange solid (250mg, 95%). 6h (de DMSO) 
8.43 (1 H, s), 8.06 (2H, s), 7.48 (1H, d, 1 5.6Hz). 7.16 (2H, d, J 8.3Hz)r6.93 
45 (2H, d, 1 8.4Hz), 5.88 (1H, d, J 5.6Hz); 3.73 (1H, t. A 6.7Hz). 3.88-3.83 

(2H, m), 3.55-3.50 (2H, m), 2.86 (1H, dd. J 13.3, 6.5Hz), 2.67 (1H, m), 
1.12 (6H, t J 7.1Hz). (ES + , 70V) 460 (MH*). 

35 - _ . 
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In a similar manner to that described for Examples 13 and 14 were 
prepared the Examples 15 to 28: 

FVAMPLE 16 

5 Pthvl R Jlan hWwri rtln.1.vlamin«^h B nvn2.r2.<niD«ridin-1-vlV- 
a^in^vclnbut.l-ftnvlaminnlnropanoate 

8h (CDCI3) 9.18 (1H. s). 8.67 (1H, d, J 5.9Hz). 8,20 (1H, d, J 5.9Hz). 7.74 
(1H, d, A 5.9Hz), 7.67 (2H, d. J 8.5Hz), 7.35 (1H,s ), 7.20 (1H, d, J_5.9Hz), 
7.13 (2H, d, J 8.5Hz). 5.40 (2H, narrow m). 4.25 (2H,q, J7.2Hz), 3.69-3.50 
10 (4H, br m), 3.22 (2H, narrow m), 1.67 (6H. narrow m), 1.31 (3H, t, J 
7.2Hz); m/Z (ES + , 70V) (MH*) 500. 

FXAMPLE-16 

fgU-<.r < l.>2 6. N a nhth«ridin-1-yl a minntnhenvn.2-r2-<PiPeridin-1-Vl)-3.4- 
15 riinyncvclobiit-l -envlamlnolnronanoic acid 

_ . . 6 H (d 6 DMSO) 9.29 (1H. s), 9.21 (1H, s). 8.65 (1H, d, J 5.9Hz). 8.38 (1H, 
d. i 5.9Hz). 8.12 (1H, d. J 5.8Hz). 7.77 (2H. d. i 8.4Hz). 7.76 (1H, obs. 
signal). 7.26 (1H, d, J 5.8Hz), 7.21 (2H. d. J 8.4Hz). 5.07 (1H, narrow m), 
3.72-3.48 (4H, br m), 3.20 (1H. dd. J 14.0. 4.1Hz). 2.98 (1H. dd. J 14.0, 

20 10.6Hz), 1 .68-1 .49 (6H, br m); m/2 (ES*. 70V) (MH + ) 472. 

FX AMPLE 17 

FthvU5;\-3.r4-f2.6-nanhthvrid in.1-wlaiwinn)phi»nwn-2-f2-W.«^dl-fl-- 
prnpvlamino.3.4-dioxocv rlnhiit.1.envlamino^PrQDanPate 
25 6 H (CDCI3) 918 (1H, s), 8.70 (1H. d, J 5.9Hz), 8.15 (1H, s). 7.85 (1H. br 
s), 7.64 (2H, d. J 8.3Hz). 7.19-7.13 (3H, m), 5.40-5.30 (1H, m), 4.35-4.20 
(2H, m), 3.60-3.10 (6H, m), 1.65-1.55 (4H, m), 1.33 (3H, 1. 1 7.1Hz), 0.9 
(6H, t, J 7.35Hz), m/z (ES*, 70V) MH + 516. 

30 FXAMPLE 18 

( 1 Q}^.T4J2e.Nanhthvrirtin.1.vlamino>nhPnvn-2-f2-rV,rV-dl-n- 
pr nP vlam8no.,i d-ri-.n»r.rvelf f h r *.i^n»l a minntnropanoic acid 
8 H (d$ DMSO, 370K) 9.19 (1H, s). 9.0 (1H, br s), 8.64 (1H, d. J 8.6Hz), 
8.34 (1H. d,J 5.9Hz), 8.14 (1H, d, 1 5.7Hz), 7.79 (2H, d, J 8.4Hz), 7.25- 

35 7.21 (1H, m), 7.23 (2H, d, J 8.7Hz), 7.05 (1H. br s). 5.15 (1H, br s). 3.56- 



10 



15 



20 



45 



50 



WO 00/73260 PCT/G BOO/02020 



60 

3.40 (4H. m), 3.27 (1H, dd, i 14.2, 4.9Hz), 3.10 (1H, dd, J 14.2. 9.4Hz), 
.1 .65-1 .50 (4H, m), 0.86 (6H, t, J 7.3Hz), mfc (ES*, 70V) MH* 488. 

FYAMPLE 19 

5 WIJ-rA-r^e-n aDhthyridin-l-vlaminn^ohenYT^^-^^-fa"^'- 34 - 
dioxocvclobut-1-enviamino>-proDanoic acid 

8 H (d 6 DMSO) 9.29 (1H, s), 9.22 (1H, s), 8.67 (1H. d, J 5.8Hz), 8.51 (1H, 
d, i 9.1Hz), 8.40 (1H, d, J. 0.8Hz). 8.38 (1H. d, i 0.8Hz), 8.13 (1H. dd. A 
5.6, 1.3Hz), 7,78 (2H, nr m), 7.26 (1H, d. J 5.8Hz), 7.19 (1H, d, J 8.6 Hz), 
10 4.95 (1H, br s). 3.4-3.2 (1H, m), 3.04 (1H, dd. J 13.6, 11.1 Hz). 1.23 (9H. s). 
fll/Z (ES*. 70V) (MH*) 445.2. 



FXftMPLE 20, 

(«8Va.r442.6-Na ohthvridtn.1-vl a mlnn\nhftnvn.2.r2.A>-niethv|.W- 
15 hiitvlaminoW 3.4^ioxocvclobut.1^nv>amino1nroDanoiC add 
25 6H (d 6 DMSO, 390K) 9.19 (1H. s), 9.08 (1H, s), 8.65 (1H. d, £ 5.9Hz), 8.35 

(1H, d, J 5.9Hz), 8.35 (1H, d. J 5.9Hz), 8.14 (1H, d. J 5.7Hz), 7.78 (2H. d, J 

8.3H2), 7.25-7.20 (3H. m), 5.06 (1H, br s), 3.58-3.42 (2H, m). 3.24 (1 H. dd. 

J 14.1, 4.7Hz), 3.16 (3H, s), 3.06 (1H. dd, i 14.1, 9.5Hz), 1.54-1.50 (2H, 
30 20 m), 1 .27 (2H, dd. i 1 5. 1 . 7.4Hz), 0.87 (3H. t. J 7.31 HZ), mfc ES*, 70V) 

474 (MH*). 

FYAMP1 F 21 

35 f<?t^.ra.f2.6.N anhH W ridin.1.yl-MwtiBth«laminntnhenvn-2-r2-W.W- 
25 riiPthvlamlno-3.4.dioxocvclobuM ^nvlamlno^nrwnanoic acid 

5H (de DMSO, 350K) 9.23 (1H, d. J 1.0Hz). 8.36 (1H. d, i 5.6Hz), 8.22 
(1H, d, J6.0HZ), 7.49 (1H, dd, J 5.7. 0.9Hz), 7.30 (1H, br d. J 8.0Hz). 7.21 
40 (2H. d, J 8.5Hz), 7.05 (1H,d. J 6.0Hz). 6.93 (2H.d, J 8.5Hz), 5.12-5.09- 

(1H. narrow m), 3.66-3.45 (4H. m), 3.49 (3H, s). 3.24 (1H, dd. J 14.0-" 
30 4.5Hz), 3.03 (1H, dd, J 14.0, 10.1 Hz). 1.10 (6H, t. J 7.1Hz) mlZ (ES*, 70V) 
474 (MH*). 



FYflMPLP 22 

f«t)J.M42.6-Naphlti V ririin.1- V | a mlnmnhfinvn-2-n2.S-dimethVl-3- 
35 pvrrolin-1.vl).3.4-dioxocv rlobut-1-enylaminolDroDanoic acid 
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6H (DMSO d 6 ,"350K); 9.19 (1H, d. J 0.9Hz). 9.09 (1H, s), 8.65 (1H,A J 
5.9Hz), 8.35 (1H, d, J 5.9Hz), 8.14 (1H, d, J 5.7Hz). 7.78 (2H, d, J.8.3HZ). 
7.26-7.18 (4H. m), 5.90 (2H. s). 5.09 (1H, br s). 4.85 (2H, q. J 12.8, 6.4Hz), 
3.27 (1H. dd, J 14.1, 4.8Hz), 3.11 (1H, dd, J 14.1, 9.5Hz), 1.35 (3H, d, J " 
5 6.4Hz), 1 .31 (3H, d. J 6.4Hz), all (ES + , 70V) 484 (MH+). 

EXAMPLE.. a . . 

( ^.r^2.6.N a nhthvridln.1.vlamlno»phanvn2-r2'fN-mftthVl-<f 

PT n p wlamlno) .3 d.flioicoevclnhMt.1^nviamlno1nrQPanoiC ac|d 

10 8H (DMSO d 6 . 350K), 9.20 (1H, 3). 9.10 <1H. s), 8.65 (1H, d. J 5.85Hz). 

8.35 (1 H. d, J 5.92Hz), 8.14 (1H, d. J 5.68Hz), 7.79 (2H, d, J 8.03Hz), 7.36 

(1H. d, 2 9.0Hz); 7:26^7.22 (3H„ m), 5.16-(1H, br s), 3.50-3.39 (2H, m), 

3.25 (1H, dd, J 14.09, 4.83Hz). 3.17 (3H, s), 3.07 (1H, dd, J 14.1, 9.9Hz), 

1 .61-1 .52 (2H, m), 0.84 (3H, t. J 7.35Hz); mil (ES+, 70V) 460.(MH + ). 

15 " 
FX AMPLE 24 

ffn-a-T^g 6.M aP hth V ridi n -1-v"'mln n > n h ft n V n.2.rf2WSM2- 

r rth ft » V m e thvl)pu"" l8riin - 1 -""^ 4 ^' OXOCTcloh " t - 1 - envltaminff1 
nronanoic acid 

20 8H (DMSO d 6 , 350K) 9.20 (1H. s), 9.10 (1H, s). 8.65 (1H, d, J 5.9Hz), 8.35 
(1H. d. J 5.9Hz), 8.14 (1H, d, J 5.7Hz), 7.80 (2H, d, J 8.3Hz), 7.27-7.20 
(4K m). 5.07 (1H. br s). 4.20 (1H. d, i 5.2Hz). 3.85-3.64 (2H, m), 3.35- 
3.32 (2H. m), 3.25 (3H, s), 3.25-3.01 (2H, m), 2.03-1.75 (4H, m); m'Z (ES + , 
70V), 502 (MH + ). 

25 

EXAMPLE 25 

>g>.a.rA42.6-Nanh«h>iridin.1 .vHiminQtehenvn-2-r2-(W-ethVl-W-fSP- 
r rTr ilamlno^ 4^ie «»r U rlr.hiit.1^»n«laininQlproDaneic acid 
5H (DMSO de. 350K); 9.20 (1H, s), 9.09 (1H, s), 8.64 (1H, d, J 5.9Hz), 
30 8.35 (1H, d, J 5.9Hz), 8.15 (1H, d. J 5.7Hz). 7.78 (2H, d, J 8.3Hz). 7.26- 
7.20 (4H, m). 5.18 (1H, brs). 4.44-4.37 (1H, m), 3.45 (2H, q, J 7.2. 2.4Hz), 
3:25 (1H. dd. J 14.1, 4.7Hz), 3.08 (1H, dd, J 14.1. 9.8Hz), 1.20 (6H, q, J 
6.7. 3.3Hz), 1.14 (3H. t, J 7.1Hz), m/Z (ES*. 70V), 474 (MH + ). 



35 EXAMPLE 26 
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>5?>.3.r442.6 .N a r>hthvridin.1.vlaimnr>^hBfivn-?.r?4W-methV»-W-feQ- 
pmnvlatnln^ J Aw<lftitoruft»fthiit.1^nvlaminnlnronanQlC acid 
5H (DMSO d 6 , 350K) 9.20 (1H, s), 9.09 (1H, s). 8.65 (1H, d, J S.9Hz). 8.35 
(1H. d. J 5.9Hz), 8.14 (1H, d. J 5.6Hz), 7.79 (2H,d, J 8.3Hz), 7.38 (1H, d, J 
8.1Hz). 7.26-7.22 (3H, m). 5.12 (1H, brs). 4.4&4.40 (1H. m), 3.25 (1H, dd. 
J 14.1. 4.8Hz). 3.05 (1H. dd. J 14.2. 46Hz), 3.06 (3H, s). 1.82 (3H, d. J 
2.58Hz. 1 .65 (3H. d, J 2.6Hz); m/z (ES*. 70V) 460 (MH*). 



FX AMPLE 27 

10 I «-a.M-f 2.6-N aohthvridin.1-vlaminft<nhenvi1-2-r2-f2.5- 

riimPfh V lBvrr o iirfin.i.vH.3d-riin«ftr»ri 0 buM-ftnvlamlnolpropanpic 
acid 

8H (DMSO d 6l 350K) 9.20 (1H, d. i 0.9Hz). 9.10 (1H, s), 8.65 (1H, d, J 
5.9Hz). 8.35 (1H. d, J 5 ; 9Hz). 8.14~(1 H. d. J 5.7Hz)77.79 (2H. d, J 8.3Hz). 
15 7.26-7.23 (3H, m). 3.26 (1H, dd. i 14.2. 4.8HZ). 3.1 (1H. dd. i 14.2. 
25 9.7Hz). 2.15-2.09 (2H. m), 1.73-1.66 (2H. m). 1.28 (3H. d, J6;4Hz), 1.25 

(3H. d. i 6.4Hz); mfc (ES*, 70V) 486 (MH*). 

EXAMPLE 28 

30 20 >^.3.f4.f2.6-N ^ nhthx/ridln.1.vl a min n tnhBnvn.2.r2-f2.methvlPiDeridin- 

1.yh.3 4.dioy ocvclobut.1-anvlamino1nrnnAnoleacld 
6H (DMSO d 6 , 370K). 9.19 (1H. s), 9.03 (1H. s). 8.64 (1H. d. J 5.8Hz). 
8.33 (1H, d. A 5.9Hz). 8.14 (1H, d. J 5.6Hz). 7.78 (2H. q, i 8.4. 2.3Hz), 

35 7.25-7.22 (4H, m), 5.13 (1H. br s). 4.45 (1H, br s). 4.04 (1H. d. A 13.7Hz). 

25 3.25-3.20 (2H, m). 3.11-3.05 (1H, m), 1.76-1.49 (6H. m). 1.24 (3H, q, J6.9. 
5.2HZ); m/Z (ES*, 70V) 486 (MH*). 



50 



FX AMPLE 29 

M C thvHS>-3-r^ 2 6-n a Dhthvririin.1.»lr.«/tnhfinvn-2^2-W.tf- 
30 riiBthulamino .3.4.dioxocvclobut.1.cnviaminotproPanpate 

To methyl (S)-2-(2-isopropoxy-3,4-dioxocydobut-1-enylamino)-3-{4-(2,6- 
naphthyridin-1-yloxy)phenyl]-propanoate (prepared from the compound of 
Intermediate 8 in a similar manner to the compound of Example 1) (0.20g, 
0.44mmol) in methanol (3ml) was added 2 equivalents of diethylamine 
35 (0.09ml) and the solution was stirred at 65° overnight. The solution was 
cooled and then evaporated. The solid was ctaromatographed (silica. 
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EtOAc/ isohexane 50-100%) to afford the title compound (0.1 5g, 73%) as 
a white solid. 8h (CDCI 3 ) 9.30 (1H. ■). 8.77 (1H, d, J 5.7Hz). 8.19 (1H, d. 
J 5.8Hz). 8.08 (1H. d. i 5.79Hz). 7.44 (1H. d. J 5.8Hz). 7.24-7.18 (4H, m), ' 
5.46 (1 H.m), 5.35 (1H, m). 3.83 (3H, s). 3.70-3.40 (4H, br s), 3.31 (2H, d. J 
5 5.3Hz), 1 .24 (6H. t, J 7.2Hz). m/Z (ES*. 70V) MH* -475. 

FMMPLE 30 

fff ^f^2 6-Naphthv ririin.1.vlaxv)ph nnMn - 242 - WW - diethvlam ' m °- 34 ' 
^invnrvclob ut-1-envlamino^oropanoic acid ' 

10 The compound of Example 29 (0.137g. 0.29mmol) in dioxan (2ml) and 
water (2ml) was treated with UOH.H2O (0.02g) and stirred at RT for 4h. a 
few drops of glacial acetic acid were added and the solution was then 
evaporated in vacuo. The product was chromatographed (silica; DCM 
200 : MeH 20 : HO Ac 3 : H2O 2) to afford the titla compound as an off- 

15 white solid (0.10g. 78%). 6 H (d6 DMSO, 350K). 9.40 (1H, s). 8.76 (1H. d. 
J 5.7Hz). 8.15-8.09 <2H, m), 7:65 (1H. dd. J 5.8. 0:9Hz), 7.37 (1H. s), 7.36 
(2H. d. J 8.6Hz). 7.20 (2H, d. J 8.6Hz), 5.15 (1H, br s), 3.59-3.51 (4H, m), 
3.32 (1H. dd. J 14.1. 4.8Hz), 3.13 (1H. dd. J 14.1. 9.9Hz), 1.14 (6H. t, J 
7.1Hz). nte<ES* 70V) MH* 461. 

20 

The compounds of Examples 31 to 33 were prepared in a similar manner 
to the compounds of Examples 29 and 30. 

FX AMPLE 31 

25 ^l^-rA-f2.6-NanhthMridin. 1 .yln*»>nhi»nvn.?.r2-PiDeridin-1-Vl-3.4- 
f|jp»nr.vclobut-1-envlamino1pronanolac acid. 

6 H (d 6 DMSO, 370K) 9.39 (1H. s), 8.76 (1H. d. J 5.7Hz), 8.13 (2H, nrm), 
7.65 (1H, dd. J 5.7, 0.9Hz). 7.34 (2H. d. J 8.6Hz). 7.21 (2H. d. J 8.6Hz), 
5.16 (1H, br s), 3.64-3.59 (5H, m), 3.31 (1H, dd. J 14.1. 5.0Hz), 3.12 (1H,. 
30 dd. A 14.1. 9.6 Hz). -1.63-1 .57 (5H, m); m/Z (ES*. 70V) MH* 473. 

FXAMPLE 32 

M g thvMSt-3-ri l./2 6-n aP hthvririin.l.»lo«vtnhftnvn-2-(2-W^-di-n- 
pmpvlamino- a Aw1in«ocvclnh..t.i- n f W lamlno^nropanolc acid 
35 S H (de DMSO) 9.41 (1H, s). 8.76 (1H, d. J 5.7Hz). 8.14 (1H. d, J 5.7Hz). 
8.07 (1H, d. J 5.7Hz). 7.74 (1H. d, J 8.9Hz). 7.67 (1H. d, J 5.8Hz), 7.33 
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(2H, d, J 8.5Hz), 7.18 (2H. d, J 8.5Hz), 5.23 (1H, m), 3.72 (3H, s), 3.37 
- (5H. br m), 3.11 (1H, m), 1.48 (4H, br m), 0.80 (6H, t. J 7.3Hz). 

FXAMPLE 33 

5 <5tl.3.f442.6.Kl anhth V ririin.1.»lnY»tnhenvn.?J?.WM-dl-n-proovlamlno. 
3 4.Hio«ocvclobtrt.1^nvtamtnfttaronanoic acid 
6 H (d6 DMSO 350K) 9.41 (1, d, J 1.0Hz), 8.77 (1H d, J 8,7Hz), 8.14 (1H, d, 
J 5.7Hz), 8.11 (1H, d, J.5.7HZ), 7.67 (1H, dd, J 5.8;0.9Hz), 7.35 (2H, d, J 
8.6Hz). 7.27 (1H. d. J 8.9Hz). 7.21 (2H, d, J 8.6Hz), 5.20 (1H, m), 3.47 
10 (4H, m), 3.33 (1H. dd. J 14.1, 4.8Hz), 3.13 (1H, dd, J 14.1, 10.0Hz), 1.55" 
(4H, m). 0.86 (6H. t. J 7.4Hz). mfe (ES + , 70V) 489 (MH*). 

FXAMPLE 34 - 

M«.thvl-fSt.3-f4.r2.f2fi.dich lnmnhftn V »ethvnvllDhenvlV2-r(2- 
15 isopropoxv-3 A-dioxQ-1 -cvclQbutcnyl>aminolDropanoate 

A mixture of the compound of Intermediate 34 (.1.17g. 3.04mmol). 3.4t. 
diisopropoxy-3-cyclobutene-1,2-diene.(632mg, 3.19mmol) and DIPEA 
(540^1, 3.1mmol) in MeOH (30ml) was stirred at RTfor 3 days. The solvent 
was removed in vacuo. The residue was dissolved in DCM, washed with 
20 dil. HCI. dried (Na2S04) and evaporated in vacuo. Column 
chromatography (Si0 2 ; MeOH/DCM, 3:97) gave the title compound" as a 
yellow gum (1.45g, 98%). 6H (DMSO d 6 , 390K), 8.47 (1H, d, J 7.9Hz), 
7.53-7.50 (3H. m), 7.38 (1H. dd. J 8.7, 7.5Hz). 7.33 (2H, d. J 8.2Hz), 5.21 
(1H, sept. J 6.2Hz), 4.78-4.72 (1H, m), 3.72 (3H, s), 3.31 (1H, dd. J 14.2, 
25 5.2Hz), 3.13 (1H, dd, J 14:2, 9.4Hz), 1.38 (3H. d, J 6.1 Hz). 1.37 (3H, d, J 
6.2Hz); m/Z (ES*. 70V) 486 (M + +H). 

FXAMPLE 35 ~ - 

Mrthvl/.SW3^4.r2.f2 6^ichloronhenvl>ethvnvnDhenvlV2-[2- 

30 pmpvlamino-3.4^lioxocvclobtit-1- enylamino1propanoate 

Propylamine (96^, 1.18mmol) was added to a solution of the compound of 
Example 34 (475mg. 0.98mmol) in MeOH (10ml). The reaction mixture 
was stirred at RT overnight. Volatiles were removed in vacuo and the 
resulting solid triturated with boiling MeOH. The solid was filtered off to 

35 give the title compound as a white solid (335mg, 71%). 6H (DMSO-de/ 
390K) 7.57-7.53 (4H. m), 7.44-7.40 (1H,- m), 7.33 (2H, d. J 8.3Hz). 7.3 
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(1H. br m) 7.2 (1H. br m), 5.10 (1H, m). 3.76 (3H, s), 3.54-3.49 (2H. m). 
3.30 (1H, dd. J 14.1. 5.9Hz), 3.18 W-dd, J 14.1. 7.7Hz), 1.60 (2H, sept. J 
7.1Hz), 0.95 (3H. t. J_7.4Hz); mlz (ES\ 70V) 485 (M* +H). 

5 CYAMPLg 36 

( i <H^ - f4.pj9R.nirhioroph C n U ni.th V nvnnhftnvlV2-(2-nrnDvlaming-3.4- 

vnftuelobut-1 .Bnvlamlnatoropanoic acid 
Lithium hydroxide monohydrate (34mg, 0.81 mmol) was added to the 
compound of Example 35 (325mg. 0.671 mmol) in a. mixture of THF (7ml) 

10 and water (7ml). After 1h at.RT the THF was removed in vacuo. The 
aqueous residue was acidified (pH 1-2, dil. HCI) and the precipitated 
filtered off.-washed with water and dried to give the title CQITlPPund, as a 
yellow solid (315mg. 90%). 8H (DMSO da, 390K). 7.37-7.31 (4H, m). 7.21 
(1H, dd. J 8.6, 7.5Hz), 7.14 (2H, d, J 8.4Hz). 7.1 (2H. br m), 4.82 (1H, m). 

15 3.33-3.29 (2H. m). 3.11 (1H. dd. i 14.1, 5.7Hz). 2.98 (1H, dd, 1 14.1, 
7.6Hz), 1.39 (2H. sept. J 7.1Hz). 0.75 (3H, t, J 7.4Hz); m/Z (ES + . 70V) 471 
(M + +H). 

FXAMPLE 37 

20 M»thvi ts\.ud .nj7 6^i C hi nr rP hcn " nathvnvllnhftnvlv2 - f2 - w /tf - 

tDeth V'amino-a.A^iP ^nn/rlnhut.l-flimlamlnotoroPanoate 

A mixture of the compound of Example 34 (470mg, 0.969mmol) and 
diethylamine (401^. 3.88mmol) in MeOH (10ml) was heated at 50°C 
overnight. The solvent was removed in vacuo and the residue purified by 
25 column chromatography (Si0 2 ; MeOH/DCM. 5:95) .to give the m& 
compound as a light brown foam (450mg. 93%). 6H (DMSO d 6 , 390K), 
7.55-7.50 (4H, m), 7.42-7.35 (3H, m), 7.16 (1H. d. J 8.5Hz). 5.63 (1H, m), 
3.74 (3H, s), 3.55 (4H, q, J 7.1Hz). 3.34 (1H, dd. J 14.2, 5.3Hz). 3.20 (1H, 
dd. J 14.2. 9.4Hz). 1.17 (6H, t, J 7.1 Hz); mfe (ES + , 70V) 499 (M + +H). 

30 

FYAMPLP 38 

(g>^d.r2.f2.6.Dichio rTTnhr n y |Whvnvl1r,hftnvlv2 - f2 ' w - /v ' 

4.di o ™curlnhuM -»nwl a mino\proDanoic acid 

Obtained as an off-white solid from the compound of Example 37 by ester 
35 hydrolysis using the method described above for Example 36. 8H (DMSO- 
d 6 , 390K), 7.42-7.37 (4H, m), 7.29-7.24 (3H, m,), 6.91 (1H, br d, J 8.7Hz), 
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3.43 (4H. q. J 7.1Hz), 3.22 (1H, dd..J 14.2. 5.1Hz). 3.06 (1H. dd, J 14.2, 
9.4Hz). 1 .04 (6H. t J 7.1 Hz), mfe (ES\ 70V) 485 (M* + H). 

The compounds of Examples 39 to 44 were prepared from methyl-(S)-3- 
5 (4-aminophenyl)-2-(/V-t-butyloxycarbonylamino)propanoate and the 
appropriate reagent in a similar manner to that described for Intermediate 
3 then derivatised in a manner analogous to that described for Examples 
1,2 and 3. 

10 pKflMPLE 39 

r ! e i l? -M- fR' > "^U l ^ arh "» am ' rinlnhM1vn - 2 - f? - n - nronYlaminQ ' 3 , 4 ' 
t «h«nrvcloh irt.1^nvlaminn)nr<»P ano8c acld 

6 H (ds DMSO 390K); 9.25 (1H, s). 7.86 (1H, s), 7.44 (2H. d, J 8.4Hz). 7.40- 
7 15 (5H, m), 7.08 (2H. d, j' 8.4Hz), 7.0 (1H. d. J 8.0Hz). 4.94 (1H, br s). 
15 3 62 (2H, s ). 3.47 (2H. nr m). 3.14 (1H, dd, i 14.1. 5.7Hz), 3.04 (1H. dd. i 
14.1, 6.8Hz), 1.57 (2H. dd, J. 14.3. 7.1Hz), 0.92 (3H. t, J 7.3Hz); mlZ (ES*. 
70V) 436 (MH*). 

FXAMPLE 40 . 
20 ^^.^24.6. T r*'""'-»hftn ? viamino^henvn-?-(?-n-pronYlani i no-3 . 4' 

f |j ft y n ryrlnhuM^nY laminftlpropanolcacld 

8 H (d 6 DMSO 390K) 7.88 (1H, s), 7.12 (1H. br s), 6.97 (1H. br s), 6.92 
(2H, d. J. 8.3Hz), 6.78 (2H, nr m), 6.58 (2H. d, 1 8.3Hz). 4.89 (1H. br s)m 
4.27 (2H, s), 3.46-3.48 (2H, nr m), 3.04 (1H, dd, J 14.18, 5.7Hz), 2.95 (1H, 
25 dd, 1 14.2, 6.68Hz), 1.62-1.53 (2H, Nr m), 0.92 (3H, t, i 7.3BHz); mfe 
(ES\ 70V), 462 (MH*). 

FXAMPLE 41 

ff |^^.f ? R.n}rhl n rnhPn T Y l ''"' 8 ""^ henvn - ? - <2 - n - pronYlamin0 ' 3 ' 4 ' 
30 ri| o«nrvclob "t.1ftnvtaminotnronanoicacid, 

8 H (de DMSO) 7.26 (2H. s). 7.17 (1H. d. ,17.3Hz). 7.14 (1H, br s). 6.95 
(1H, br s), 6.8 (2H, d. J 8.4Hz), 6.5 (2H, d, J 8.47Hz), 4.70 (1H, br s), 4.31 
(3H, s), 3.13 (2H, m). 2.89 <1H, dd, J 14.2, 5.6Hz). 2.79 (1H, dd. J 14.2, 
7.1Hz), 2.85 (1H, br s), 1.44 (2H. dd, J 14.2. 7.1Hz), 0.76 (3H, t, J 7.4Hz); 
35 m/Z(ES + ,70V)476(MH*). 



WO 00/73260 



PCT/GB0O/02OJO 



67 

FXAMPLE 42 

f<;i.a.r4^2.4.6.Triehlo rnhBn7vlnminn^henvn.2-f2.f|.aroPVlamino-3.4- 
Hin»ocvclobut-1-entflaminntpmnanoic acid 

5 H (de DMSO) 7.55 (2H, s),7.23 (1H, br s). 7.09 (1H, br d, J 8.4Hz), 6.96 
5 (2H, d, A 8.4Hz), 6.66 (2H, d, J 8.5Hz), 4.90 (1 H, br s), 4.44 (2H, s), 3.48 
(2H, m), 3.07 (1H, dd, J 14.1. 5.5Hz), 2.95 (1H, dd, J 14.2, 7.2Hz), 1.60 
(2H, dd, J 14.3. 7.0Hz), 0.93 (3H. t, J 7.4Hz); mfc (ES + , 70V) 509 (MH + ). 

FY AMPLE 43 

10 f«ti^.r4-<3-Ch loroth8oDhen.?-ylrarhft»ainldo)Dhenvn-2-t2-n- 
prf>nvlamino-3.4-dioxoeyclo hiit.1^nvlaniino>oroBanoic acid 

6 H (de DMSO) 9.50 (IH.s), 7.79 (1H, d. J 5.2Hz). 7.57 (2H. d, i 8.4Hz), 
7.21 (2H, d ,J 8.4Hz), 7.12 (1H, br s), 7.11 (1H, d. J 5.2Hz). 4.96 (1H. br 
s), 3.49 (2H, m). 3.25-3.02 (2H, m), 1.59 (2H. dd, J 14.3, 7.1Hz), 0.93 (3H, 
15 t. J 7.4HZ). mH (ES*. 70V) 461 (MH + ). 

FX AMPLE 44 

(«;i^.r4.f3^:h»orobengotwthinnhi.n.2.vlcarboxamidQtohenvll-2-(2-n- 
prnpvlamino.3.4-dioxocvclobut-1-envla minolprppanoic acid 

20 5 H (de DMSO, 400K) 9.98 (1H, s). 8.07 (1H, nr, m). 7.94 (1H, nr m), 7.6 
(5H. m), 7.23 (2H, d. J 8.4Hz). 7.1 (1H, br s). 4.98 (1H. br s). 3.5 (2H. m). 
2.35 (1H, dd, J 14.2. 5.7Hz), 3.3 (1H, dd. J 14.2, 5.7Hz), 1.59 (2H, hex, J 
7.3Hz), 0.94 (3H, t, J 7.3Hz). flj/z (ES + , 70V) 512 (MH + ). 
The compounds of Examples 45 to 47 were prepared from methyl (S)-3-(4- 

25 aminophenyl)-2-<W-t-butoxycarbonylamino)propanoate and the appropriate 
reagent in a similar manner to that described for Intermediate 6 then 
derivatised in a similar manner to that described for Examples 11, 13 and 
14. 

30 FXAMPLE 45 

f5?).3-r4.<Pvrim idin.2-vlaminotoh B nvn.2-<2-n-proDvlamlno-3.4- 
dioxocvclobut-1-envlami nolpropanoic acid 

5 H ( (d 6 DMSO. 390K) 8.86 (1H, br s). 8.41 (2H, d. J 4.8Hz). 7.64 and 
7.62 (2H, dd, J 1.8, 1.4Hz), 7.15 (1H, br s), 7.12 (2H, d. J 8.6Hz). 6.77 (1H. 
35 t. J 4.8Hz). 4.93 (1H, br s), 3.48 (2H, t. A 6.8Hz), 3.18 (1H, dd. J 14.1. 
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5.5Hz), 3.05 (1H, dd, J 14.2, 7.3Hz). 1.58 (2H, dd. J 14.2, 7.0Hz), 0.92 
(3H. t, J 7.4Hz). mfc (ES*. 70V) 396 (MH*). 



FXftMPLE 46 

5 f c)j-fd.W2.B»n»/U^hlftrp p»rimirtin^.vnaminQlDhenvl>-2-fr2-<V.<V- 

f1 | fft |i V l a min O .3.4.di n »nr U Hobut.1^nvnaminQ>DrQPan0iCaCH l 
5H (DMSO, 370K) 9.40 (1H. s). 7.48 (2H, d J2.3HZ), 7.38 (4H, s), 7.35- 
,5 7.25 <2H. m), 7.24 (2H. d. J 8.5Hz), 6.64 (1H. s), 5.15 (1H. br s), 4.07 (2H, 

s), 3.60 (2H. q. J 7.2, 4.7Hz). 3.3 0(1 H, dd, J 14.2. 4.9Hz), 3.10 (1H, dd. J 
1 0 1 4.1 , 9.4Hz). 1 .2 (6H, t, J 7. 1 Hz); m/Z (ES*. 70V) 534 (MH*). 



PYAMPLE 47 

( $) j.r4^Quinolin^.viaminotp hppYiv2-fr2.W W-riipthvlamino-3.4- 

d, ip«"-1 -cvc lobutenvllaminolpropanoic acid 
15 8H(DMS0, 390K) 8.48 (1H,d. J 5.2Hz). 8.39 (1H,d, J 7.1Hz), 7.93 (1H, 

25 ddi j 8 4i 0.8Hz); 7.71 (1H, d. J 5.4Hz). 7.547.50 (1H, m), 7.32 (2H, d. J 

8.4Hz), 7.24 (2H, d. i 8.5Hz). 6.83 (1H, d. J 5.2Hz), 4.68 (1H, m), 3.70- 
3.50 (4H. m), 3.32 and 3.29 (1H, dd. J 13.8, 5.5Hz), 3.24 and 3.21 (1H, dd, 
j 13.8, 6.3Hz), 1.23 (6H. t, J 7.2Hz). mfe (ES + . 70V), 459 (MH+). 

30 20 

The compounds of Examples 48 to 55 were prepared from W-BOC-L- 
tyrosine methyl ester and the appropriate reagent in the manner described 
for Intermediate 24 then derivatised in a manner analogous to that 
35 described for Examples 12 to 14. 

25 

PYAMPLE 48 

M»HwlLS1.3.r4-/?fi-nirhlnrQ h ftnn'^^ 
40 a 4-dioKOCVclohiit-1 ■enY |ani linr> )P ropanoate - ~ 

8H (DMSO de) 7.71 (1H. d, j 9.0Hz). 7.55-7.52 (2H, m), 7.47-7.42 (1H. d). 
30 7.18 (2H. d. J 8.7Hz), 6.95 (2H, d, J 8.7Hz), 5.17 (2H, s). 5.15 (1H, m). 
3.70 (3H. s), 3.55 (4H, br), 3.20 (1H, dd. A 4.6Hz). 3.01-2.93 (1H. m). 1.07 
(6H. t, J 7.1Hz); mfc (ES + , 70V) 505 (MH+). 



FXAMPLE 49 

35 f<tt.a.f4W2.6.Dl e h inrnhAn^l 0 xvtnhPnvn-2^2-<V./tf-rilftthVlamino-3 , 4- 
t jift«nevelobtit-1-ftnwlamlno lnmP an "' c acid 
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8H (DMSO de) 13.08 (1H, br), 8.31-8.24 (2H, m), 8.22-8.04 (1H, m). 8.02 
(2H, d, i 8.8Hz), 7.77 (2H, d,J 8.7Hz), 6.07 (2H, s). 7.70 (1H, br). 5.95 (1H. 
br „,), 4.49-4.40 (4H, m), 4.05 (1H, dd, i 14.3. 5.1Hz), 3.89 (1H, dd, J 
14.2, 9.1Hz). 1.97 (6H,t, J 7.1 Hz); mlz (ES + , 70V) 491 (MH*). 

5 

FXAMPLE SO 

MftthvMSU3-f4.(2S^liehlorob Bn T ulo»v^henvl1.2.<2.proDVlaminP»3.4- 
riln«Qevclobut.1^nvlamino<DroDanoate 

8H (DMSO d 6 ) 7.60 (1H, br), 7.56 (2H, m). 7.47-7.42 (1H. m,). 7.09 (2H. 
10 d. J 8.3Hz). 6.97 (2H. d. J 8.7Hz). 5.17 (2H. s), 4.99 (1H, m). 3.70 (3H, s), 
3.70 (2H, m), 3.12 (1H. dd, J 5.2 partly obscured), 1 .54-1 .47 (2H. m), 0.86 
T3H. t, J7:4Hz). m>Z (ES,70V)-491 (MH + ). 

EXAMPLE si 

15 fg>.a.r^2.6.Dirhlnrnh e n y vloxv> n henvn-2^2-nr6PVlatninO-3.4- 
Hio»ocvclobut-1-envtaminolpropanoicacid 

6H (DMSO d 6 , 390K), 7.42-7.40 (2H, m), 7.35-7.31 (1H, m). 7.09 (1H, br), 
7.08-7.06 (2H. m). 6.69-6.86 (2H. m) .5.17 (2H, s), 4.82 (1H, br). 3.39-3.38 
* (2H, m), 3.09 (1H, dd, J 14.2, 5.6Hz). 2.96 (1H. dd, i 14.2, 7.4Hz). 1.52- 
20 1 .47 (2H. m). 0.84 (3H, t, J 7.4H 3 ); m& (ES + , 70V) 477 (MH*). 

EXAMPLE S2 

M g thvHSt.3.r4^2.pvrimiriinvin W ^h a nmi-2.t2-A>.W-diethvlamino-3.4- 

riin«aevelobut.1-envl»minB>propanoate 
25 8H (DMSO de, 390K) 860 (2H; d, J 4.8Hz), 7.31 (2H, d. J 8.6Hz,), 7.20 
(1Ha, t, J 4.8Hz). 7.10 (2H. d, J 8.6Hz), 5.28-5.23 (1H, m), 3.74 (3H, s), 
3.56 (4H, q, A 7.1Hz). 3.31 (1H. dd, J 14.3, 5.4Hz), 3.17 (1H, dd, 1 14.2. 
9.2Hz). 1.17 (6H. t. J 7.1 Hz); all (ES*. 70V) 425 (MH*). 

30 EXAMPLE » 

fgU3.f442.Pvrimidlnvlov >/tohi>nvn.242.ftf.W^iethvlamino-3.4- 
rfinyocvclobtJt-1-envlamino^propanoiC add 

5H (DMSO d 6 , 390K) 13.10 (1H, br), 8.60 (2H. d. J 4.8Hz), 7.31 (2H. d. J 
8.7Hz). 7.20 (1H. d. J 4.8Hz), 7.09 (2H, d. J 8.7Hz). 6.97 (1H. br). 5.16- 
35 5.17 (1H, m). 3.60-3.59 (4H. m). 3.31 (1H, dd, J 14.3. 5.2Hz), 3.16 (1H, dd. 
J 14.3, 9.1 Hz); m/Z (ES* 70V), 41 1 (MH + ). 
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FYAMPLE S4 

Mothwn<?i.3.rAJ9-n»rimiHinvinYvtnhenvn.2-f?-nmnvlamlno-3.4- 

^inyoex/clo hiiM-envlaminn^ropanoate 

8H (DMSO d 6 , 390K) 8.61 (2H, d. J, 4.8Hz), 7.70 (1H, br), 7.55 (1H,.br), 
7.26-7.19 (3H, m), 7.10 (2H, d. J 8.5Hz). 5.02 (1H. m), 3.71 (3H, s), 3.44 
(2H. br), 3.18 (1H. dd. J 14.0, 5.4Hz, CUaHbAt), 3.08 (1H, dd, J 14.0, 
"" 8.0Hz, CHAtiBAr), 1.54-1.46 (2H, m, NHCH^tfcCHa), 0.86 (3H, t. J 7.4, 
NCH2CH2CM3); mlZ (ES + , 70V) 411 (MH*). . 



10 

20 



FY AMPLE 55 

(■«?\^.r442-P»rimTdinvlo» vVphghvn-2-f?-nrOtWlaminP-3.4: 
riio«ocvclob nt.1 -envlarninPtP rnnanoic ac ' d 

6H (DMSO d 6 , 390K) 8.67 (2H, d. i 4.8Hz), 7.33 (2H. d, J 8 6Hz), 7.27 
15 (1 H, d. 1 4.7Hz), 7.16 (2H. d, J 8.6Hz), 5.06-5.02 (1H, m), 3.58-3.53.(2H,- 
25 m)i 3.31 (1H, dd. J 14.3. 5:6Hz), 3.18 (1H. dd, J 14.2, 7.5 Hz.), 1.67-1.62 

(2H. m), 0.99 (3H, t. J 7.4Hz); mfe (ES*,70V) 397 (MH + ). 

FYAMPLE 56 

30 20 M ftfrV' 1 SW3-f^-p3^henv| -1 -fliilna7olinvnamino1nhBnvl>-n2- 

j Qnpmno«v.3 4^in» OC vclohi.t-1-«nvltaminolDrODanoate 
Intermediate 18 (518mg. 1.3mrnol) was dissolved in MeOH (5ml) and 
DIPEA base (0.5ml), treated with 3,4-diisopropoxy-3-cyclobutene-1,2- 

35 dione (309mg) and stirred at RT for 16h. The solution was concentrated, 

25 dissolved in DCM (20ml). washed with water, dried (Na 2 S04), filtered and 
concentrated. The crude product was purified by column chromatography 
(Si0 2 :CH 2 CI 2 /MeOH 50:1) to give the 1»i« mmpound (550mg. LOmmol, 

4flT 79%) as a brown foamy solid 8H (DMSO) 8.44 (1H r m). 8.43 (2H. m),._ 

7.80 (2H. m). 7.75 (2H, m). 7.50 (2H. m). 7.49 (2H, m). 7.33 (2H, d. J 
30 8.6Hz), 5.23 (1H, septet. J 6.2Hz). 4.80 (1H. m). 3.76 (3H, s). 3:30 (1H. dd, 
J 14.2, 5.3Hz), 3.13 (1H. dd. 1 14.2, 9.3Hz). 1.38 (3H. d. J 6.2Hz), 1.37 

45 (3H. d. J 6.2Hz); mfc (ESI, 70V) 537 (MH*). 

FYAMPLE S7 

35 Mrthvl ^.3-f4 .W9.nh ft nvl-4^ 1 |infl^"""^'^mlnn1nhftnvlVr2-/y.<V- 
^ Hlortwlamlno. * ■ eYr lfth.it C nvl\amlno1nrOPanpate 



55 



WO 00/73260 



PCI7GB0Q/D2020 



71 

The compound of Example 56 (550mg, LOmmol) and diethylamine 
(0.21ml) in MeOH (5ml) was stirred at RT for 16h and the solution then 
concentrated. The residue was purified by column chromatography (Si02i 
DCM/MeOH 100:1) to give the title compound (375mg, 0.68mmol, 68%) as 
5 a brown foamy solid. 8H (DMSO, 390K) 8.45 (3H, m), 7.85 (4H, m), 7.56 
(1H, m), 7.48 (3H, m), 7.35 (2H, d, J 8.7H, 5.33 (1H, m), 3.76 (3H, s), 3.56 
(2H, q, A 7.2Hz), 3.54 (2H, q, J 7.2Hz), 3.33 (1H, dd, J 14.2, 5.3Hz), 3.20 
(1H, dd, J 14.2, 9.2Hz), 1.17 (6H, t, J7.1Hz);m/ZL(ES\ 70V) 550 (MH+). 

10 EXAMPLE 58 

( fl)^4-rf2-Phenv»^uinazo1^ 
.VA-dioxo-1-cvclobutenvnaminoloroDanoic acid 
Example 57 (360mg, 0.66mol) was dissolved in THF (2ml) and water (2ml) 
and treated with lithium hydroxide (41mg). The solution was stirred at RT 

15 or 90 mins and concentrated. The residue was dissolved in water and 
slowly acidified to pH2 with dilute hydrochloric acid to give a yellow 
precipitate which was filtered and dried to give the titlfi compound (237mg, 
67%). 5H (DMSO d 6 ) 975 (1H, br m), 8.60 (1H, d, J 8JHz), 8.43 (2H, m), 
7.92 (4H. m), 7.62 (1H, m), 7.52 (3H, m), 7.38 (2H, d, J 8.6Hz) t 5.21 (1H, 

20 m), 3.57 (2H, q, i 7.1Hz), 3.55 (2H, q, J 7.1Hz), 3.3 (1H, dd, J 14.1, 
4.6Hz), 3.15 <1H, dd, i 14.1, 10.1Hz), 1.14 (3H, t, J 7.1Hz); mfr (ES*, 
70V) 536 (MH + ). 

The compounds of Examples 59 to 64 were prepared from methyKS)-3- 
25 (4-aminophenyl)-2-(/V-t-butoxycarbonyl)aminopropanoate and the 
appropriate quinazoline in a manner similar to that described for 
Intermediate 18 and then deriyatised in a manner similar to that^described 
for Examples 56, 57 and 58. 

30 FXAMPLE 59 

3 A-dioxocvc lobuM-envlamino^proDanoic acid 

8 H (CDCI 3 ) 8.73 <1H, s), 8.0 (1H, d, A 8.5Hz), 7.91 (1H, d, i 8.3Hz), 7.83- 
7.54 (6H t m), 7.15 (2H, d, J 8.5Hz), 5.41 (1H ( br s), 3.8 (3H, s), 3.70-3.35 
35 (4H, br m), 3.35-3.15 (2H, m), 1.23 (6H, t, i 7.2Hz); mft* (ES<\ 70V) 474 
(MH + ). 
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FXAMPLE W 

(gl^.r4.<Quin a rnlin^I.vl a minotohBnvn.2-f?-WW-<1lBthVlaminP-3.4- 
Hin»ncvclob irt.1-envlaminnlpronanolcacid 
5 8 H (d 6 DMSO. 390K) 8.62 (1H. s), 8.55 (1H, d. J 8.8Hz), 7.90-7.82 (5H, 
m), 7.66-7.62 (1H, nr m), 7.34 (2H. d, 1 8.5Hz). 7.09 (1H. br s), 5.25 (1H. 
br s), 3.64-3.56 (4H, m), 3.35 (1H, dd, J 14.2, 5.1Hz). 3.20 (1 H, dd. J 14.2. 
9.1 Hz). 1 .23 <6H. t. J 7.1 5Hz); mfc (ES + . 70V) 460 (MH*). 

10 SAMPLE 61 

( <f )- H*-f' fi 7-nimethn Y»nnina7oliii|-^-x/ltomlnolDhBnvlV2-rr2-/tf.W- 

ritethvlamino-3.4-dioxo-1 -cvrlnbutenvllaminQ>DrQPanpicacld 

8H (CDCI 3 ) 9.39 (1H. s). 8.41 (1H. s), 7.81 (1H.S ). 7.67 (3H, dd. i 8.5. 

3.8Hz), 7.25 (2H. d. i 8.4Hz), 7.16 <1H, s), 5.12 (1H, br s), 3.93 (3H. s). 

15 3.91 (3H. s). 3.60-3.40 (4H. m). 3.20-2.90 (2H, m). 1 .09 (6H. t, J 7.0Hz); 
mfc(ES + ,70V)520(MH*). 



FYAMPLE 62 

30 20 nr ffP vlamln °V a d - riiCMta - 1 - <; v rifth " tenvl ^ m ' n " WftaanQic acid 

8H (DMSO) 9.40 (1H, s), 8.42 (1H, s), 7.81 (1H, s). 7.70 (1H, s). 7.66 
(2H, d. J 8.3Hz). 7.16 (2H. d. i 7.9Hz),7.15 (1H. s), 4.82 (1H. br s), 3.93 
(3H, s). 3.91 (3H, s). 3.6-2.9 (4H, m). 149 (2H. dd. A 14.1. 7.0Hz), 0.86 
35 (3H, t, J 7.3Hz); m/Z (ES*, 70V) 506 (MH*). 

25 

FXAMPLE 63 

MpHni>ltS\-3-M .iB.tTii«th 0 xvq..inaTnlin^-vlaminotnhBnvn-2-<2-<V./\f- 
40 riiftthvlamino -3 4-dio«QCvrlnhut-1.envtaminotorQPanQate 

5 H (CDCI3) 8.65 (1H. s). 7.83 (1H, d, J. 9.1 Hz), 7.69 (3H, s. d, J 8.0Hz), 
30 7.45 (1H, dd. J 9.2. 2.6Hz). 7.13 (2H. d. J 8.5Hz), 5.40 (1H, br s), 3.95 (3H. 
s). 3.79 (3H. s), 3.6-3.41 (4H, br m). 3.48 (1H, dd. J 14.1, 5.5Hz), 3.22 (1H, 
45 dd. J 14.1, 7.0Hz), 1.29 (6H, t. J 7.2Hz); m/z (ES*. 70V) 504 (MH*) . 

FXAMPLE 64 

35 |gua.rd46.Me thn»x/niiinayoiin-il. u t a mino^nhRnvn-2-f2-/tf.ry- 

50 tfj fthyiamino-ad^ioxocvi iinhtit-i-BnviaTninomronanQic acid 
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8 H (d 6 DMSO. 370K); 9.35 (1H, br s), 8.40 (1H, s), 7.89 (1H. d, J 2.7Hz, 
7.54 (2H, d. J 8.6Hz), 7.71 (1H, s), 7.49 (1H, d, i 2.7Hz), 7.28 (2H, d, J_ 
8.5Hz). 7.15 (iH, br s), 5.14 (1H, br s), 3.97 (3H, s). 3.42-3.6 (4H, m), 3.28 
(1H, dd. J 14.1, 4:9Hz). 3.60-3.42 (4H. m), 3.28 (1H, dd, J 14.1, 4.9Hz), 
3.14 (1H. dd. J 14.1, 9.2Hz), 1.16 (6H, t, i 7.1Hz); mfi (ES*. 70V) 490 
(MH+) 

The compounds of Examples 65 to 68 were prepared from Intermediate 32 
in a manner similar to that described for Examples 56 to 58. - 



10 

20 



FXAMPLE 65 

Methvl 3-f4-W6.7-dimethvoxv-4-auinayoHnv»ainino1-3- 
methoxvphenvlV2-l2-oroovlamino-3.4-dioxocvclQb»t-1 - 
erwlaminolpropanoate 
15 5H (DMSO d 6 ,-390K) 8.54 (1H, br s), 8.38 (1H, s.). 7-75 (1H, d. J7.8Hz), 
7.66 (1H, s). 7.34 (1H, br d J. 8.5Hz), 7.25 (1H, br s), 7.20 (1H, s), 6.97 
(1H, d, J 1.9Hz), 6.85 (1H, br s), 5.15-5.09 (IH, m). 3.97 (3H. s), 3.96 (3H, 
s). 3.78 (3H. s), 3.76 (3H, s), 3.52-3.47 (2H, m). 3.26 (1H, dd. i 14.1, 
5.6Hz). 3.12 (1H, dd. J 14.1, 8.0Hz), .1.59 (2H. sext. 2 7.2Hz). 0.93 (3H, t. J 
30 20 7.4Hz); m/z (ES + 70V) 550 (MH + ). 

EXAMPLE 66 

3-f4-r(6.7-Dimethoxv-4-ouina2olinvl >amlnol-3-methoxvphenvn2^2- 
propvlamino-3.4-dioxoc vclobut-1-envlaminotoropanoicacid 
25 6H (DMSO (fe, 390K) 8.38 (1H. s), 7.73 (1H, d. A 8.0Hz), 7.66".(1H, s). 
7.27 (1H, br s), 7.20 (1H, s), 6.99 (1H, d, J 1.8Hz), 6.87 (1H, dd. J 8.0. 
1.9Hz), 5.02 (1H, m). 3.97 (3H, s), 3.96 (3H, s), 3.83 (3H, s), 3.49 (2H, q, J 
40 ■ ~ " 6.3Hz). 3.27 (1H. dd, J 14.1. 5.4Hz), 3.11 (1H, dd, i 14.1. 7.8Hz), 1.59 

(2H, sext. J 76.2Hz), 0.93 (3H, t, J 7.4Hz); mfZ (ES + , 70V) 536 (MH*. 

30 

EXAMPLE 67 

45 Methvl 344-W6.7^iimethoxv.4.r...ln a Tolin V lteminol-3-methOXVPhenvll- 

242.A/.itf^ieth\»lamino.3.4^fioxocvcloh tit-1-«invlamino>propanoate 
6H (DMSO de. 390K) 8.33 (1H, br s), 8.15 (1H, s), 7.51 (1H. d, J 8.1Hz), 
35 7.44 (1H. s). 6.98 (1H, s), 6.92 (1H, d, J 9.0Hz), '6.82 (1H, d, J 1Hz), 6.69 

50 (1H, dd. J 8.0, 1.9Hz), 5.15-5.09 (1H, m), 3.76 (3H, s), 3.75 (3H. s), 3.61 
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(3H. s), 3.55 (3H, s), 3.35 (4H, q, A 7.1Hz), 3.11 (1H. dd, A 14.2. 5.1Hz), 
2.94 (1H, dd, A 14.2, 9.5Hz), 0.96 (6H. t. A 7AHz), m/2 (ES\ 70V) 564 
- (MH+). 

5 FYAMPLg 68 

^^d.pB7■Dilnetho^fv^4-nulnar nlilwnamin^>]-a-mBthoxvDhenvlV2^2- 

N ^■ f ti a thvlanriino-3.4 ^ in»nr U rl 0 b U t.1.Rnvlamino>nrOPanPiC flCid 
8H (DMSO d 6 .390K), 8.49 (1H,s.), 7.97 (1H, br s). 7.51-7.49 (1H. m), 7.38 
(1H, s), 7.21 (1H, br d). 7.12 (1H, s), 6.96 (1H. dd, J 7.9, 1.3Hz), 5.28-5.25 
10 (1H, m). 4.00 (6H. s), 3.81 (3H, s), 3.58 (1H. q. A 7.1Hz), 3.35 (1H, dd, i 
14.2, 4.8Hz), 3.20 (1H, dd. J 14.2. 9.7Hz), 1.18 (6H, t, J 7.1Hz); mfc (ES+, " 
70V) 550 (MH + ). " 

PYAMPLE 69 - 

15 Mpthvl |S1.3-f4 J>« 7.riim ft thov V ^.n..in a Totinvnamino1nhBnvlV2-<2- 
forfhiitvl-3.4-dioxocvcloh iit.1-«nvlam8nolpropanoale 

A mixture of methyl-(SH4-[(6,7-dimethoxy-4-quinazolinyl)amino]phenyl}-2- 
amino propanoate (332mg. 0.869mmol) and Intermediate 4 (171mg, 
0.87mmol) in MeOH (10ml) was heated at reflux for 5 days. The solvent 

20 was removed in vacuo. The residue was dissolved in DCM, washed with 
dil. HCI, dried (Na2S04) and concentrated in vacuo. Column 
chromatography (Si02l MeOH/DCM,7:93) gave the titlf? compound as a 
brown glass (275mg). 6H (DMSO d e ) 9.39 (1H. s), 8.62 (1H, br d), 8.40 
(1H. d, J 1.2Hz). 7.81 (1h. s), 7.69-7.65 (2H, m). 7.22 (2H, d. J 8.5Hz), 

25 5.08 (1H. m). 3.94 (3H, s), 3.91 (3H, s), 3.74 (3H, s). 3.30 (1H. m). 3.02 
(1H, dd. A 13.5, 11.2Hz). 1.22 (9H. s); m/Z (ES + , 70V) 519 (MH + ). 

FXAMPLE 70 

30 9- |if3-isopropf»»v-3 4^lloxo r V rlohijt-1.6nvltamino1proPanQate 

Prepared in a similar manner to the compound of Example 56 from the 
Intermediate 45. 5H (CD3OD) 7.73 (2H. d. A 8.6Hz), 7.73 (1H, s), 7.27 
(2H, d. J 8.6Hz), 7.06 (1H, s), 5.28 (1H, m), 5.07 and 4.62 (1H. br), 4.23 
(2h! q). 4.00 (3H, s). 3.97 (3H, s), 3.35 (1H, m) 3.05 (1H, m), 1 .40 (6H, d, J. 

35 6.2Hz). 1 30 (3H, t. A 7.3Hz). 
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PYAMPLE 71 

PATC H c\.ajA-ff 7-riinnrthoxv^-aulnazolinvltaminolPhgnYl)- 

A/^iBthvlamino.a 4-dloxocv^ Yh«it.1-«>nvlaminolProPanQate 

Prepared in a similar manner to the compound of the Example 57 from the 
5 compound of Example 70. 6H (CD3OD) 7.72 (1H,s), 7.70 (2H, d. J 8.6Hz). 
7.29 (2H, d. J 8.6Hz). 7.04 (1H. s ). 5.33 (1H, dd), 4.25 (2H, q. J 7.1Hz). 
3.99 (3H. s), 3.96 (3H, s). 3.58 (4H, br), 3.44 (1H, dd). 3.10 (1H. dd). 1.30 
(3H, t. J 7.1Hz). 1.20 <6H, t. J 7.2Hz). ~ - 

10 F*AMPLE 72 

fi ^ t . ^-(ii.rn-Khl 0 ro-6.7 -riimftthoxv-4.r» l inaTnllnvnaminolnhenvlV2-rf2- 

MAf^ipthvla minn^vclobt.H-«N.ivltomlnn1nrnPanolC add 
Prepared in a similar manner to the compound of Example 58 from the 
compound of Example 71. 8H (d 6 DMSO) 7.86 (1H.s ). 7.65 (2H. d. J 
15 8.6Hz), 7.31 (2H, d. J 8.6Hz). 7.16 (1H. s). 5.15 (1H. rh). 3.97 (3H, s). 3.95 
(3H,s), 3.53 (4H, m). 3.20 (1H. m). 3.13 (1H, m). 1.50 (6H. t. J7.1Hz). m/2 
(ES*) 554 (MH*). 

FXAMPLE 73 

20 (gyaJA.W6.7.Dirm>thoxv.a .niiinagoHnv|)aminQlphenvrt-2-f2-f-b»tV»-3.4- 
rt| 0 x«r V rlnbut.1 .eiwlaminolpropanolc acid 

Prepared in a similar manner to the compound of Example 58 from the 
compound of Example 69. SH (DMSO de. 370K) 8.40 (1H. s), 7.94 (1H, d. 
J 9.2Hz). 7.83 <1H. s), 7.58 (2H, d. J 8.5Hz). 7.17 (2H, d. J 8.6Hz). 7.14 
25 (1H. s). 4.96^.90 (1H. m). 3.89 (3H. s), 3.87 (3H. s). 3.22 (1H, dd. J 14.1. 
4.5Hz).3.04 (1H. dd. J 14.0, 10.2Hz). 1.17 (9H, s). mfc (ES*. 70V) 505 
(MH*). 

FXAMPLE 74 

30 Pthui.tf;^-<4 -[^-mBthi/l-4-fiiiipa^"'i"v'tomino1nhenvl>-2-n2- 
} ffTrn r > ? pftYx<.3^.diox^ «-vrinh»t.1.envlVaniinolnrQPanQate 
Inteimediate 38 (800mg. 2.3mmol) and 3,4-diisopropoxy-3-cyclobuten-1,2 : 
dione (453mg. 1 equiv) were stirred at RT in anhydrous MeOH (5m) for 
17h: The solvent was removed in vacuo and the residue purified by 

35 column chromatography ( silica, 75725 EtOAc-isohexane) to give the tjtjfi 
compound . 8H (DMSO <fe; 350K). 8.70 (broad signal),-8.50 (1H. s), 7.60 
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(4H, m), 7.30 (1H, d, J 7.0Hz), 7.20 (2H. d. J 8.4Hz), 5.20 (1H, m), 5.60 
(1H, broad s), 4.20 (2H, m), 3.20 (1H, m),-3.10 (1H.m), 3.00 (3H, s), 1.30 
(6H, d, J 6.2Hz). 1 .20 (3H, m); m/2 (ES + , 70V) 489 (MH+). 

pVAMPLg 7S 

p thY i/g\.344.^fi.mBfhv»wl^uin aT »lin < rftonnifinlnhenvl>-2-W2>W./tf-- 
rt l f *hifiamino. 3 4.dtoyoo/cl»h..t.l.Pnunamino1nroDanoate 
The compound of Example 74 (250mg, 0.5mmolfand W.W-diethylamine " 
were stirred at RT in anhydrous (5ml) MeOH for 17h. The solvent was - 
removed in vacuo and the residue purified by column chromatography 
(silica; EtOAc to 95% EtOAc : 5% MeOH ) to isolate the title compound 
(200mg) as an off-white solid, 6H (DMSO ds). &6p (1 H, s). 8.50 (1 [H^ s), 
7.80 (1H, d. A 9.1Hz), 7.60 (4H. m), 7.40 (1H, d, J 7,0Hz), 7.20 (2H, d, J 
6.8Hz), 5.20 (1H, m). 4.00 (1H, m), 3.70 (3H. s), 3.50 (4H, broad signal). 
3.20 (1H, m), 3.00 (1H, m), 2.90 (3H. s), 1.20 (6H, m). mfe (ES + . 70V) 
488 (MH + ). 

PYAMPLE 76 

f«;y.a.M.ri5-M pthvl-d^iiin3^nlin»ltatnlnQlnhenvll-2-r(2-W.W- 
^j ft ^ylaminn.3A^io«QC V ff lnh ll t.1^»nvnflmil in 1P rolnanoicacid 

The compound of Example 75 (190mg, 0.3Bmmol) and lithium hydroxide 
monohydrate (19mg) were stirred in a solvent mixture of MeOH (3ml), THF 
(1.5ml), and water (1.5ml) for 17h. The solvent was removed in vacuo and 
the residue dissolved in water, the solution neutralised with HCI. 
concentrated in vacuo and the residue purified by column chromatography 
(silica; 200:20:3:2 DCM:MeOH:AcOH:H 2 0) to isolate the title compotinti 
as yellow solid. 6H (DMSO d 6 . 350K), 8.50 (1H, broad signal), 7.70 (3H. 
broad signal), 7.40-7.20 (3H, m), 5.10 (1H, m), 3:6 (4H. m), 3.30 (1H,m). 
3.10 (1H, m), 1.10 (6H, t, J 7.2Hz), m/z (ES*. 70V) 474 (MH*). - 

Also prepared in a similar manner to that described for Examples 75 and 

76 from the compound of Example 74 were the compounds of Examples 

77 and 78: 
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M»thi>t fSW34A-WS^i<>»h»l^. m iln ay ollnvHafninolDhBnvn-2-rf2-/tf.W-di- 
l? ^.mpx/lamine.3.4.diftYnryrlohut.1^nv»aminolDrQDanQate 
8H (DMSO de, 350K). 8.50 (1H, broad s), 7.80-7.60 (4H, m). 7.40 (1H, m). 
7.30 (2H, m), 5.30 (1H, m), 3.70 (3H. s), 3.50 (4H, m), 3.40 (1H, m), 3.20 
5 (1H, m), 3.10 (3H. s). 1.60 (4H, m), 0.90 (6H, t, J 7.4Hz). mlZ (ES + , 70V) 
516 (MH*) 

pYAMPLE 78 , . 

f<tl.a-f4.rfS.Me thvl-4.ntiina Z ollnvH a mlnBlnhftnviW2.|f2.<tf.A/.<li-n- 

10 nr" Pv tamino - 34 - dio * or " ri,fthllf ' 1 ' en ^ nam ' nolpropanoic acld 

6H (DMSO de, 350K). 8.70 (1H, s), 7.80 (2H, m), 7.70-7.40 (3H. m), 7.40 
(2H,-d, J 8.5Hz), -5.20 (1H, m),3.60 (4H. m), 3.40 (1.H, m), 3.20 (1H, m), 
3.00 (3H, s). 1.50 (4H, m), 0.90 (6H, t, i 7.3Hz), mil (ES*. 70V) 502 
(MH+). 

15 

PYAMPLE 79 

PthylJ.<H-344.fr64trifl .»>rf>mBfho«v^.milna Z Qllnvnamino^Dhenvn»2- 
ff?.isoDroDOxy-3.4-diox nrvelnbut.1-«»fw»amlnolDrooanQate 
Prepared in a similar manner to Example 74 from the compound of 
20 Intermediate 43. SH (DMSO de. 300K), 9.20-9.00 (1H, m), 8.70 (2H, m), 
8.00 (2H, m), 7.80 (2H, m), 7.30 (2H, m), 5.20 (1H, m), 5.00 (1H, m), 4.50 
and 4.20 (1H. 2. sets m). 3.80 (3H, m), 3.30 (1H. m), 3.00 (1H, m). 1.30 
(6H, m). mfc (ES*, 70V) 545 (MH*). 

25 EXAMPLE 80 

M»»hi/I ts\.3-<44f6.<tr lfliiftrftmethoyY}.4.r ! iiina7Qlinvnam8notohenvn.2- 
ff9.W/tf.diethvlaminn .a4.riio»oevrfhnt.1.BnvlteminolDroDanoate 
Prepared from the compound of Example 79 in a similar manner to that 
described for Example 75. 6H (CD3OD), 8.50 (1H,-s), 8.40 (1H, s), 7.90 

30 (1H, d. J 9.1Hz), 7.80 (1H, m), 7.70 (2H, d, J 8.6Hz), 7.30 (2H, d, J 8.6Hz), 
5.50 (1H, m), 3.80 (3H, s), 3.60 (4H, broad signal), 3.50 (1H, m), 3.10 (1H. 
m), 1.20 (6H, t, J 7.2Hz), m/Z (ES*,~70V) 544 (MH*). 

FYAMPLE 81 

35 ( i y.3444f64Trifluorometh ffnv)-^ uinaTft " nvnaiTlinotenenvn ' 2 ' W2 ' 
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Prepared from Example 80 in a similar manner to that described for 
Example 76. 8H (DMSO, 340K), 9.80 (bd s), 8.60 (2H, m), 8.00-7J0 (4H, 
m), 7.30 (2H, d), 5.20 (1H, m), 3.50 (4H, m), 3.30 (1H, m), 3.10 (1H, m), 
1 .20 (6H, t. J 7.1 Hz) m/2 (ES + , 70V) 544 (MH+). 



FXAMPLE 82 

MAfhvUfS1-3444r64trifluQromet hnyy^mna7olinvt1aminolDhenvn>2- 
15 Ip.N /Mi^. propvlamino-3 -en vitamin Ol 

prepanoate _ . 

10 Prepared from the compound of Example 79 in a similar manner to that 
described for Example 75. 8H (CD3OD), 8.50 (1H, s), 8.40 <1H, broad 
20 -signal), 7.90 (1H, d, J 9.2Hz), 7.85-7.70 (3H, m). 7.30 (1H, d, J 8.5Hz), 

5.40 (1H, m) t 3.80 <3H, s), 3.60 (5H, broad signal), 3.10 (1H, m), 1.60 (4H, 
m), 0.90 (3H, t, J 7.4Hz), mfc (ES+. 70V) 586 (MH + ). 

15 ~ --* * „ 

25 FXAMPLE 83 

{.<?V3444re^Trifluoromct^ 

]tf jtf^i^^ropylamino^4^Smtocv rln^^ acid 
Prepared from the compound of Example 82 in a similar manner to that 
30 20 described for Example 76. 8H (DMSO d 6 , 350K), 9.70 (broad signal), 

8.60 (2H, m), 7.90 (1H, d, J 9.2Hz), 7.70 (3H, m), 7.30 (2H, d, i 8.0Hz), 
5.20 (1H, m), 3.50 (4H, m), 3.30 (1H, m) ( 3.200 (1H, m), 1.60 (4H, m), 0.90 
(3H,t, J 7.4Hz), m/Z (ES+.70V) 572 (MH + ). 



25 The compounds of Examples 84 to 89 were prepared in a similar manner 
to that described for the preparation of Intermediate 8 from A/-BOC-L- 
tyrosine methyl ester and the appropriate quinazoline and then derivatised 
in a manner similar to that described for Examples 56 to 58. 

30 FXAMPLE 84 

MPthvl rS\-3-r4W6.7-dj m e th OX vau8naTnlin^-vl QX v^phenvn-2-(2-N.W- 

rii g thvlamino-3.4-d inYftcvclobtit.1-envlamino)propanoate 

6 H (CDCI 3 ) 8.57 (1H, s), 7.54 (1H, s), 7.33 (1H, s), 7.25-7.17 (5H, m), 
5.55-4.9 (1H, m), 4.07 (6H, s), 3.83 (3H, s), 3.55-3.4 (5H, m), 3.31 (1H, dd, 
35 A 9 0, 5.5Hz), 1 .25 (6H, t, A 7.2Hz), mil (ES + , 70V) 535 (MH+). 
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CYAMPLE BS 

( | C)-n^.nfi7.n im«>th 0 »vgiiln»T»lln.A.>/nftirv1nhftnvn.24r2-Af.W' 
f 4i a thviiim»no.3.d.d ln»o.1.ftvelob..fn U n a mino%nrnnanQlc add 
10 8H (de DMSO, 370K) 8.58 (1H,s), 7.64 (1H, s). 7.44-7.40 (3H, m), 7.28 

5 (2H, d, J 8.5Hz), 5.23 (1 H, br s), 4.06 (3H, s). 4.04 (3H, $), 3.66-3.56 (4H, 
m), 3.39 (1H, dd. J 14.1. 4.6Hz), 3.21 (1H, dd. J 14.1, 9.6Hz), 1.22 (6H. t. J 
7.1Hz), m/2 (ES + , 70V) 521 (MH*), 

15 

pYAMPLE 86 

10 M flfhyl f.<?U3.M JR^n«thnY>/m.|n a ,nlin^.x/te»V^nhftnvn-2-(2-<tf.W-dl-/l- 
nmny | a mino.ail^in»nc«elf l t T |^.'*nvl a mlnntnrODanoate. 
20 - 6h (CDCI 3 ) 8:62 (1 H, s), 7.95 (2H, d, 1 9.0Hz). 7.59-7.54 (2H, m), 7.26- 

7.18 (3H, m). 5.47-5.42 (1H, m). 5.30 (1H, d, J 8.4Hz), 3.99 (3H, s), 3.83 
(3H, s), 3.60-3.10 (6H. m), 1 .67-1 .60 (4H. m), 0.92 (6H. t, J 7.4Hz); mfc 
15 (ES + , 70V) 533 (MH*). - - 

PYAMPLE 87 

fgi.^ufi.M ( »thnwn..in a 7oiin^-vloxvtDhenvn-?-(2-/y.W-tii-n- 

r rn p ylamino.a A^io¥OCVq |nhllM^" ulaf " 8n ^ nronanolc aC>d 

30 20 (d 6 DMSO) 8.57 (1H, s). 7.92 (1H, d, i 10.0Hz). 7.65 (2H, d, J 7.3Hz), 7.37 " 

(2H. d, i 8.7Hz), 7.24 (2H. d, J 8.6Hz). 7.09 (1H, br s), 5.13 (1H, br s). 
3.98 (3H, s),- 3.59-3.39 (4H. m), 3.35 (1H, dd; J 14.5, 5.0Hz). 3.17 (1H, dd. 
J 14.1, 9.4Hz), 1.67-1.50 (4H, m), 0.87 (6H, 1. J 7.3Hz); mfc (ES + , 70V) 

35 519 (MH + ) 

25 

FYAMPLE 88 

40 Hin»ocvclohut-1 .envla minntpiopanoic acid 

8 H (de DMSO. 370K) 8.59 (1H, s), 7.92 (1H. d. J 9.8Jz), 7.65 (2H, d, J 
30 7.3Hz), 7.35-7.24 (5H, m), 4.97 (1H. br s), 3.99 (3H. s), 3.50 (2H. t, J 

6.3Hz), 3.29 (1H, dd, J 14.0, 5.4Hz), 3.13 (1H, dd, J 14.1, 7.4Hz), 1.58 
45 " (2H, dd, A 14.2, 7.1Hz), 0.92 (3H.t, J 7.4Hz); mfe(ES + , 70V) 477 (MH + ). 

EXAMPLE 89 
35 (i ^.fA46.M«th »™™iin ay ^ 

a ^i n »nrvci»hnt.i^nvlaminolnrr>nanQic acid 
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8 H (DMSO. 370K) 8.58 (1H, S), 7.92 (1H, d, J. 9.9Hz), 7.65 (2H,. d, J 
4.7Hz), 7.39 (2H. d, J 8.5Hz), 7.25 (2H. d. J 8.8Hz), 5.21 (1H..br s), 3.98 
(3H. s), 3.6-3.5 (4H, m), 3.34 (1H, dd, 1 14.2, 5.1Hz), .3.17 (1H, dd, J 14.1, 
9.9Hz), 1.17 (6H, t, J 7.1Hz); mlZ (ES*. 70V)461 (MH*). 

5 

EXAMPLE 90 

f ff).Pfhvl^.f44isoouino lin.1.vlaminot r hpnvn.g.f>24soDroPOXV.3.4. 
^In«oftvclobut.1^nvnamino1nropanoate 

A solution of Intermediate 10 (426mg, 1.27mmol) and 3.4-diisopropoxy-3- 
10 cyclobutene-1,2-dione (301 mg, 1.52mmol) in absolute ethanol (5.0ml) was- 
stirred at 40<> under N2 for 18h. The volatiles were removed in vacuo and 
the residue chromatographed (SiC>2; 25-50% EtOAc/hexane) to afford the 
title compound as a pale orange foam (585mg, 97%). 8H (CDCI3) 8.04 
(1H,d. J, 5.8Hz). 7.98 (1H, d, i 8.4Hz). 7.72 (1H, d, J 7.8Hz), 7.62 (1H, 
.1 5 obscured m), 7.61 (2H, d, J 8.3Hz), 7.52 (1H, app.t, J 7.0Hz), 7.35 (1 H. br 
s), 7.12-7.08 (3H, m), 6.60, 6.03, 5.13 and 4.59 (together 1H, m), 5.32 (1H, 
m), 4.24 (2H, q. J 7.1Hz), 3.25-3.01 (2H, brm), 1.39 (6H, d, J6.1Hz), 1.30 
(3H, t,J 7.1Hz); mfc (ES*. 70V) 474 (MH*). 



30 20 EXAMPLE 91 

Fthvl t SW3-r4^isoQuinolin-1 .vlamino>p hgnvn2^[2.W. W-diethvlamino- 
?A-d8oxo-1-cvclobutenvn amlno\propanoate 

A solution of the compound of Example 90 (585mg, 1.24mmol) and 
35 diethylamine (181mg, 225mI, 2.48mmol) in absolute ethanol (2ml) was 

25 heated at 50° under N2 for 18h. The volatiles were removed in vacuo 
affording the title compound as a dull orange foam (520mg). 8H (CDCI3) 
8.05 (1H, d, J 5.8Hz). 7.96 (1H, d, J 8.3Hz).-7.75 (1H, d, i 7.6Hz), 7.65 
40 (1H, m), 7.63 (2H, d, J B.5Hz), 7.55 (1H, applt. J 7.0Hz). 7.23 (1H, br-s), 

7.11 (1H, m). 7.10 (2H, d. J, 8.5Hz), 5.39 (1H, narrow m), 4.25 (2H, q, J 
30 7. 1 Hz), 3.65-3.35 (4H. br m), 1 .32 (3H, t, J 7.1 Hz), 1 .22 (6H, t, i 7.2Hz); 
m/Z(ES*. 70V) 487 (MH + ). 
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EXAMPLE 92 

f^.a.M.M SOOU ln O Hn.1^l a mlnotohenvn-2-fr2-W.W-C>}ettlV»amin0-3,4' 
35 riin«o.1 .cvclobutenvnaminotoropanolc acid 
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A solution of Example 91 (510mg, 1.05mmol) and LiOH.H 2 0 (53mg, 
1.26mmol) in water (8ml) and dioxan (8ml) was stirred at room temperatue 
for 1 .5h. Several drops of AcOH were added and the volatiles were 
removed in vacuo. The residue was chromatographed [silica, DCM (200- 
5 120), MeOH (20). AcOH (3). H 2 0(2)]. Freeze-drying from aqueous MeOH 
' "" afforded the title compund as a pale yellow amorphous solid (230mg, 
48%). 6H (d6 DMSO) 9.07 (1H. br s). 8.49 (1H. d, A 8.3Hz), 7.95 (1H, d. J 
5.7H). 7.79-7.75 (3H, m's), 7.70-7.64 (2H. m's), 7.58 (1H, td, J 8.3, 1.3Hz), 
7.20 (2H, d. J, 8.4Hz), 7.13 (1H, d, J 5.6Hz), 5.11 (1H, m), 3.65-3.38 (4H. 
10 br m), 3.22 (1H, dd, i 13.9. 4.0Hz), 2.99 (1H, dd. J 13.9. 11.0Hz) and 1.09 
(6H, t, J 7.0Hz); mfc (ES*. 70V) 459 (MH*). 



FXAMPLE 93 

F fhV 1 iasU3J4Jftert.B M^vwr fl rhflnv»amlnnTDhenvl>-Mf?HSQPrQPQXY- 
15 ^A^inYnevclnhnt.l^iwnamtnolDrooanoate 

Intermediate 12 (190mg, 0.62mmol) in MeOH was "treated with 3,4- 
diisopropoxy-3-cyclobutene-1,2-dione (122mg) and N-methyl-morpholine 
(0.1ml) and stirred at RT for 16h. The solvent was removed and the 
product purified by column chromatography (SiOalO^Cfc/MeOH 20:1) to 
20 give the title compound (176mg, 64%) as a white foamy solid. 8H (DMSO) 
7.41 (2H, d, J 8.6Hz), 7.24 (2H. d, J 8.6Hz, 5.29 (1H, m), 5.25 (1H. septet, 
J 6.2Hz), 4.06 (2H. q. J 7.1Hz). 2.99 (1H, dd, J 15.8, 8.8Hz), 2.86 (1H. dd, 
J 15.8. 6.0Hz), 1.40 (3H, d, 1 6.2Hz). 1.36 (3H, d, J 6.2Hz), 1.16 (3H, t, J 
7.1Hz); m/z (ESI. 70V) 469 (MNa + ). 

25 

FX AMPLE 94 

Pthylf3jgU3^4.aminftnt»»nvlW3-p 9-»soBroPOXV.3.4-diOXOCVClQblrt-1- 
f nyl)aminolpropanoate 

The compound of Example 93 (176mg, 0.39mmol) was dissolved in EtOAc 
30 (10ml) and HCI gas was bubbled through. The reaction mixture was 
stirred for 2h and the solvent removed to give the title compound, (130mg, 
0.34mmol. 87%) as an oil. . 8H (DMSO 360K) 7.38 (2H. d, J 8.5Hz), 7.21 
(2H, d, J 8.5Hz). 5.30 (1H, br m), 5.25 (1H, septet, J 6.2Hz). 4.08 (2H. q. i 
7.1Hz). 2.99 (1H, dd. 1 15.8, 8.8Hz), 2.85 (1H, dd, i 15.8. 6.0Hz), 1.40 
35 (3H,d.J6.2Hz). 1.36 (3H,d,i 6.2Hz), 1.15 (3H,t. J 7.1 Hz). 
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FXAMPLE 9? 

Ffryl f3gU34443.5^ irhlftrn^pvririylcarfaQicamirfn^phenvlV3-r(2- 
ignpr Q noKV-3.4-diox QcyclobuM-pnvhaminolproDanQate 
The compound of Example 94 (max 2mmol) was dissolved in DCM (5ml) 
5 and N-methylmorpholine (1 equiv) and cooled to 0°. 3,5-dichloroiso- 
nicotinoyl chloride (463mg) was added and the reaction mixture stirred at 
RT for 16h then quenched with sodium bicarbonate solution. The organic 
layer was washed with dilute hydrochloric acid, water, dried (Na2S04), 
filtered and the solvent removed. The product was purified by column 

10 chromatography (Si02; CH 2 CI 2 /MeOH 20:1) to give the title compound 
(636mg, 61%) as an oil. 5H (DMSO;390K) 10.47 (1H, br s), 8.69 <2H, s), 
7.62 (2H, d, J 8.4Hz), 7.39 (2H, d, A 8.4Hz), 5.38 (1 H, m), 5.25 (1 H, septet, 
J 6.1Hz), 4.10 (2H t q, J 7.1Hz), 3.05 (1H, dd, J 15.8, 8.6Hz), 1.42 (3H, d, J 
6.1Hz), 1.38 (3H,d, J6.1Hz). 1.18 (3H, U 7.1Hz);; mfc (ES + , 70V) 522 ' 

15 (MH + ). 

FXAMPLE K 

FttlVl f aS)-:M443.S^Iehloropvri ^ylM 
^ipthvlamino -3 4^inxo-lH[^^ 

20 The compound of Example 95 (318mg, 0.61 mmol) was dissolved in MeOH 
(5ml) and diethylamine (0.13ml). The solution was stirred for 16h to give a 
white precipitate which was isolated by filtration and dried to give the litis 
compound (247mg ( 78%) as a white solid. 5H (DMSO, 370K) 10.93 (1H, br 
s), 8.78 (2H, s) t 7.61 (2H, d, J 9.0Hz), 7.41 (2H, d, J 9.0Hz), 5.83 (1H. m), 

25 3.59 (3H, s), 3.53 (4H t br m), 3.08 (1H, dd, J 16.0, 9.0Hz), 2.95 (1H, dd, J 
16.0, 6.0Hz), 1.10 (6H, t, J 6.0Hz); ; flfc (ES + , 70V) 521 (MH + ). 

FXAMPLE 97 

30 riiethvlamino-3 4-dioxo-1 -evclQbuteTiyHamino\propanoic add 

The compound of Example 96 (235mg, 0.45mmol) was dissolved in THF 
(5ml) and water (5ml) and lithium hydroxide (21mg) added. The solution 
was stirred at RT for 3h and the solvent removed in vacuo. The residue 
was dissolved in water (10ml) and acidified to pH 2 with dil. HCI to give a 

35 white precipitate (198mg, 0.39mmol, 87%) which was filtered and dried to 
afford the title compound . 5H (DMSO. 390K) 10.43 (1H, br s), 8.69 (2H, s), 
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7.60 (2H. d, J 8.5Hz), 7.45 (2H, d, J 8.5Hz), 7.29 (1H, br s), 5.82 (1H, m, ), 
3.60 (2H, q, J 7.0Hz), 3.58 (2H, q, J 7.0Hz), 3.02 (1H, dd, J 15.8, 8.2Hz, ). 
2.90 (1H, dd, i 15.8, 6.1Hz), 1.20 (6H, t, J 7.0Hz); ; m/Z (ES*, 70V) 507 
(MH+). Analysis by chiral HPLC on Chirobiotic T column eluting with 
5 MeOH/0.6%HOAc gave single peak eluting at 5.58 minutes. 

FXAMPLE 98 

f3gl3^3.S4r»chloropvrid^ 

(riiPthvlamino^3.4-diow- 1-cvctQbuteni/naminotoroDanoic acid 
10 This was prepared by the same route as the (S)-enantiomer Example 97 
using the appropriate chiral amine. Analysis by chiral HPLC on Chirobiotic 
T column eluting with MeOH/0.6%HOAc gave single peak eluting at 6.54 
minutes. 

15 EXAMPLE 99 

MPthvl /3g^4r2^so nmnoifv-3 A-riinYoc V clQbuN1-envnamino1-3-f4- 
[f6.7-dimethoxv-4-quinazolinvnox\/1 phenv npropanoate 
Intermediate 16 (580mg, 1.38mmol) was dissolved in MeOH (6ml) and 
DIPEA (0.53ml) and 3,4-diisopropoxy-3-cyclobuten-1,2-dione (300mg) 

20 added. The solution was stirred for 16h and the solvent removed. The 
residue was purified by column chromatography (Si02; CH2Cl2/MeOH 
50:1 ) to give the title compound (539mg, 75%) as a yellow oil. 6H (DMSO", 
350K) 8.99 (1H, br m). 8.54 (1H, s), 7.57 (1H, s), 7.49 (2H, d t J 8.6Hz), 
7.38 (1H, s), 7.32 (2H, d, J 8.6Hz), 5.40 (1H, m). 5.27 (1H, septet, A 

25 6.2Hz) t 4.01 (3H, s), 3.98 (3H, s), 3.64 (3H, s), 3.10 (1H ( dd, J 16.1, 
5.8Hz,). 2.97 (1H t dd, J 16.1, 5.8Hz), 1.42 (3H, d, A 6.2Hz), 1.38 (3H, d, A 
6.2Hz), ; m/Z (ES* 70V) 522 (MH+). 

EXAMPLE 1M 

30 Mathvl t3gM^r2^M^iet hvlaminp-3.4^^^ 

3-/4-n6.7-dimethoxv^ -q»ina7otinvnoxvlPhenvl^propanQate 
The compound of Example 99 (265mg, 0.51mmol) was dissolved in MeOH 
(3ml) and diethylamine added (0.1ml). The solution was stirred for 16h 
giving a white precipitate. The precipitate was filtered and dried to give the 

35 title compound (177mg, 65%) as a white solid. 6H (DMSO, 370K) 8.55 
(1H, s), 7.59 (1H, s), 7.54 (2H, d, J 8.5Hz), 7.32 (1H, s), 7.30 (2H, d, J 
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8.5Hz, 5.94 (1H, m), 4.02 (3H t s), 3.99 <3H, s), 3.64 (3H, s), 3.60 (4H, 
septet, 1 7.1Hz).3.15 (1H, dd, 1 157, 8.9Hz) ( 3.03 (1H, dd, J 15.7, 5.9Hz), 
1.19(6H,t,J7.1Hz),; m/z (ES + , 70V) 535 (MH*). 



5 FXft MPLE 101 

{ ff^^f2-Af.Ay-niftthvlamin n.3.4^ioxQ-1^vclobutenvnammoV3^ 

[f fij-riim&thQicv^Quinaz oHnvltoxvlDhenvl^DroDanQic acid 
15 The compound of Example 1 00 (1 70mg, 0.32 mmol) was dissolved in THF 

(2ml) and water (2ml) and lithium hydroxide (20mg) was added. The 
10 solution was stirred at RT for 3h and the solvent removed. The residue 

was dissolved in water (10ml) and acidified to pH2 with dil. HCI to give a 
20 - . white precipitate (42mg, 25%) which wasTiltered and [dried. 5H (DMSO^ 

400K) 8.56 (1H, s), 7.60 (1H, s), 7:54 (2H, d, 18.6Hz), 7.39 (1H, s), 7.31 

(2H, d, J 8.6Hz), 5.90 (1H, m), 4.03 (3H.5), 3.99 (3H, s),'3.62 (2H, q, i 
15 7.1 Hz), 3.60 (2H, q, J 7.1 Hz), 3.06 (1 H, dd, J 1 5.8, 8.2Hz), 2.95 (1 H, dd, A 
25 is.e, 6.1Hz), 1.21 (3H, t, J 7.1Hz), ; m/z (ES+70V) 521 (MH + ). 



FXftMPLE 1Q3 

Fthyl tR\ Ar^-lsnpropoicv -? d.riimtQ-l-cvclobutenv»amino-3-r4- 
30 20 P fi.naohthvrirfin.1 -vlaminnlnhenvlpropanpate 

Intermediate 23 (178mg, 0.53mmol) was dissolved in MeOH (5ml) and 
DIPEA (0.2ml), treated with 3,4-diisopropoxy-3-cyclobuten-1,2-dione 
(126mg) and stirred at RT for 16h. The solution was concentrated, 
35 dissolved in DCM (20ml), washed with water, dried (Na 2 S04), filtered and 

25 concentrated. The crude product was purified by column chromatography 
(Si0 2 , CH 2 CI 2 /MeOH 50:1 ) to give the title compound (150mg, 60%) as an 
oil. (H (DMSO, 370K) 9,21 (1H, s), 9.09 (1HT br s), 8.70 (1H ( br m), 8.65 
(1H, d, J 5.9), 8.33 (1H, d, J 5.9Hz), 8.16 (1H, d, J 5.7Hz), 7.87 (2H, d, J 
8.5Hz), 7.35 (2H, d, i 8.5Hz), 7.28 (1H, d, i 5.7Hz), 5.37.(1 H, m),.5.27 
30 (1H, septet, J. 6.2Hz), 4.10 (2H, qd, J 7.1, 0.4Hz), 3.05 (1H, dd, J 15.8, 
8.9Ht), 2.93 (1H, dd, J 15.8, 5.9), .1.43 (3H, d, J 6. 2 Hz), 1.39 (3H, d, J 
6.2H)), 1.18 (3H, t, J7.1HZ), ; ffi/z (ES+, 70V) 475 (MH*). 
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FYAMPLE 103 

fii,(9 6^aphthvNdin-Vviamtn Q tohRnvnnropanoate 
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The compound of Example 102 (145mg, 0.3 mmol) in MeOH (2ml) was 
treated with diethylamine (0.07ml) and stirred at RT for 16h. The solvent 
was removed and the residue was purified by column chromatography 
(Si02, CH 2 Cl2/MeOH 100:1) to give the title compound (140mg f 98%) as a 
5 yellow oil. 5H (DMSO, 370K) 9.21 (1H, s), 9.08 (1H, br s), 8.65 (1H, d, J 
5.9Hz), 8.33 (1H, d, J 5.9Hz), 8.16 (1H, d t A 5.7Hz), 7.86 (2H, d, i 8.5Hz), 
7.40 (2H, d, J 8.5Hz), 7.27-0 H, d, A 5.7Hz), 5.87 (1H, m), 3.63 (3H, s), 
3.59 (2H, q t J 7.1Hz), 3.57 (2H, q, J 7.1Hz), 3.12 (1H, dd t A 15.6, 8.8Hz), 
2.99 (1H, dd, J 15.6, 6.0Hz), 1.21 (3H, t, J 7.1Hz), 1.18 (3H, t, A 7.1Hz), ; 
1 0 m/2 (ES + , 70V) 474 (MH + ). 

EXAMPLE 104 
/3g^-H2Wv\^Diethviami^^ 
naphthvridin-1-vlaminolphenvlDropanolc acid 

15 The compound of Example 103 (140mg, 0.29mmol) was dissolved in THF 
(1ml) and water (1ml) and treated with lithium hydroxide (18mg). The 
solution was stirred at RT for 90 mins and concentrated In vacuo. The 
residue was dissolved in water and slowly acidified to pH4.5 with dilute 
HCI acid to give a yellow precipitate which was filtered and dried to give 

20 the title compound (60mg). 8H (DMSO, 350K) 9.22 (1H, d, J 0.8Hz), 8.66 
(1H, d, A 5.8Hz), 8.36 (1H f dd, J 5.9, 0.8Hz), 8.15 (1H, d, A 5.8Hz), 7.84 
(2H, d, A 8.5Hz), 7.40 (2H, d, J-8.5Hz), 7.29 (1H, d, J 5.8Hz), 5.83 (1H, m), 
3.59 (2H, q, A 7.1Hz), 3.57 (2H, q, A 7.1Hz), 3.02 (1H, dd, A 15.7, 8.8Hz, 
2.90 (1H, dd, A 15.7, 5.9Hz), 1.18 (6H, t, A 7.1Hz), m/z (ES + , 70V) 460 

25 (MH + ). 

The following derivatised resins were prepared to enable the preparation 
of compounds of the invention by solid phase synthesis: 

30 Resin bound f SV344-Aminophenvh-2-/Q-fl»orenvlmethoxv. 

Cflrfrpnvlaminplprppangic acid (1) 

Paramax Wang resin (Advanced Chemtech, 10g, 1.0mmol/g, 10mmol 
equivalent) in DMF (150ml) was treated with N-a-FMOC-4-nitro-L- 
phenylalanine (22g, SOmmol), 2,6-dichlorobenzoyl chloride (7.0ml, SOmmol) 
35 and pyridine (4.0ml, SOmmol) and the mixture agitated under nitrogen at RT 
for 24h. The resin was filtered and washed with DMF and DCM then 
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unreacted resin sites were capped with 20% acetic anhydride in DMF for 
- -30mins at RT. The resin was filtered and washed as before then treated 
with a 1M solution of stannous chloride dihydrate in DMF. (100ml) at RT for 
12h and washed with DMF and DCM to give the ^privatised resind)- 
5 

R ftff j n hn.mri is m ljajs s.rii e hi 0 ro-4-nvridvlcarftnyfimltjo>PhenYn- 2 - 

pminnnropanoic acid 12) 
15 D ^ix/aiisBd resin f 1 \ from the above procedure was swollen in DCM (50ml) 

then treated with DIPEA (5.1ml, 29mmol) and 3,5-dichloropyridine-4- 
10 carbonylchloride (6.2ml, 29mmol) and agitated under nitrogen at RT for 

1 2h. The resin was washed as before then treated with a 20% solution of . 
20 piperidine in DMF (-100ml) for 30mins at-RT followed_by thorough washing 

with DMC and DCM to give the rjf riY atisftd resin (2y 

15 p ^in hnund f g\.aji.ns.^ r ^i»r»^.nvri^lrarhoxamldPtehenvn-2- 
25 f9^tiethoxv.3.4-diQxocvc l nhiit.1^nvianiino^rQDanQiC atid (3) 

p«.ri» a t,sftri resin 17\ from the above procedure in DMF (100ml) was 
treated with 3,4-dimethoxy-3-cyclobutene-1.2-dione (4/lg, 29mmol) for 
12h at 700 then filtered and washed with DMF and DCM- to give the 
30 20 rtf riYn1i* flri resin rci 

RfC in hmmri irs) *mj* s.ni C hlTrrp- 4 -"" ridvlcarhnxami<1o)phenvn ' 3 ' 
p.mctho«v.3 a^io»Qcvc i »hiit.i^nviamino)Dropanoic acid (4) 

P firfv/atised resin (A) was prepared in a similar manner to derivatised resin 
25 I2l from (RS)-3-(9-fluorenylmethoxycarbonylamino)-3-(4-nitrophenyl) 
propanoic acid. The latter was prepared as follows; A cold (0°) solution of 
(RS)-3-Amino-3-(4-nitrophenyl)propanoic acid (D. M. Kalvin and R. W. 
Woodward, J. Org. Chem. (1985) 5Q, 2259] (3.2g, 15mmql) in 10% 
aqueous sodium carbonate (60ml) and 1,4-dioxane (30ml) was treated 
30 portion-wise with 9-fluorenylmethoxycarbonyl-N-hydroxysuccinimide (5.6g, 
17mmol) in 1,4-dioxane (15ml) and the mixture stirred at RT for 12h. The 
mixture was poured into water (300ml) and the aqueous phase washed 3 
times with Et 2 0. The aqueous layer was then acidified with solid citric acid 
and extracted into Et 2 0. The combined organic layers were dried 
35 (MgS0 4 ) and evaporated to a yellow oil then triturated from hexane and 
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EtOAc to afford (RS)-3-(9-fiuorenylmethoxy-carbonylamino)-3-(4- 
nitrophenyl)propanoic acid as a yellow solid (1 .8g); mfc (ES + , 70V) 432. 



Rff ft in frntind fSU3-(4.Amin O Dhenvn^r?-nr0DVlaminQ-3,4- 
5 ^j ft yftr\/clob uM-envlammQ^ propanoic acid (51 

Paramax Wang resin (Advanced Chemtech, 10g, LOmmol/g, 10mmol 
equivalent) in DMF (150ml) was treated with N-a-FMOC-4-nitro-L- 
15 phenylalanine (22g. 50mmol), 2,6-dichlorobenzoyl chloride (7.0ml, 

SOmmol) and pyridine (4.0ml, SOmmol) and the mixture agitated under 
10 nitrogen at RT for 24h. The resin was filtered and washed with DMF and 
- DCM then unreacted resin sites were capped with 20^ acetic anhydride in 
20 DMF for 30mins at RT. The resin was filtered and washed as before. A 

portion (4g) was treated with a 20% solution of piperidine in DMF (100ml) 
for 30mins at RT then filtered and washed with DMF and DCM. The resin 
15 was treated with 3,4-dimethoxy-3-cyclobutene-1 ,2-dione (1 9g, 1 3.4mmoI) 
25 . in DMF (50ml) for 12h at 70°C then filtered and washed with DMF and 

DCM. The resin was swollen in DCM (10ml) and EtOH (40ml) and treated 
with propylamine (1.6ml, 19.2mmol). The solution was agitated for 12h at 
RT then filtered and washed thoroughly with DCM. The resin was treated 
30 20 with a 1M solution of stannous chloride dihydrate in DMF (50ml) at RT for 

8h then washed with DMF and DCM to give flftPVatiged r^sh (5). 



pesin bound diethvlphosph ftn Q -"' dia2oacetate ^ 

Wang resin (Advanced Chem tech, 1.0g, 0.7mmol/g, 0.7mmol equivalent) 

25 was treated with diethyl-phosphonoacetate (0.68g, 3.5mmol), N,N- 
diisopropylcarbodiimide 0.55ml, 3.5mmol) and 4-N,N-dimethyiamino- 
pyridine (0.09g, OJmmol), in DCM (5.0m). The mixture was agitated at 
ambient temperature for 16h. The resin was filtered and washed with 
DMF, MeOH and DCM. The resulting resin (1 .0g) was treated with 4-acet- 

30 amidobenzenesulfonyl azide (0.43g, 1,86mmol) and diazabicyclo-undec-7- 
ene (0.09g, 0.62mmol) in acetonitrile at ambient temperature for 16h. The 
resin was washed with DMF, MeOH and DCM to give derivatised resin (6) 
[FTIR (ATR) vmax 2132cm- 1 ]. 

35 p^in hound f 5gU3-r4W1-isoq»mnlylaminolPhenvn*2-<9- 
f| H nrftnvlmethoxvr arhnnvlaminn^nronanoiC acid (7) 
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Wang resin (Advanced Chemtech, 3.0g, OJmmol/g, 2.1mmol equivalent) 
in DMF (50ml) was treated with (S)-3W1-isoquinolylamino)phenyl}-2-(9- 
fluorenylmethoxycarbonylamino)propanotc acid (3.3g, 6.3mmol), 2,6- 
dichlorobenzoyl chloride (1.5ml, 10.5mmol) and pyridine(0.8ml, 10.5mmol) 
5 and the mixture agitated under nitrogen at RT for 24h. The resin was 
filtered and washed with DMF and DCM then unreacted resin sites were 
capped with 20% acetic anhydride in DMF for 30mins at RT. The resin 
15 was filtered and washed as before to give tiffliYfl fi * ftd resin m 

10 Rpgin bound /gW3-r4-/1-ifiQouinQlvl aminQ^phenvn.2-r2-methoxv-3.4- 
flfoYncvcloh ut-l^nvlaminolpropanoic acid (8) 
20 Derivatised resin (7) from the above procedure was treated with a 20% 

solution of piperidine in DMF (100ml) for 30mins at RT followed by 
thorough washing with DMF and DCM. The resin was treated with 3,4- 
15 dimethoxy-3-cyclobutene-1,2-dione (4.7g, 33mmol) for 12h at 70° in DMF 
25 (50ml) then filtered and washed as before to give derivative) resin (8) . 

p f *in ho U nd fSW344 - h O n y nvilph e n V n-?4?>fnethQXV-3.4-diQXQCVCl0bUt- 

1-«>nynarnmoprooanoic acid 19) 
20 N-a-FMOC-L-benzoylphenylalanihe Wang resin (Advanced Chemtech, 
400mg, 0.5mmol/g, 0,2mmol equivalent) was treated with a 20% solution 
of piperidine in DMF (5ml) for 30mins at RT then filtered and washed 
thoroughly with DMF and DCM. The resin was treated with 3,4-dimethoxy- 
3-cyclobutene-1,2-dione (200mg, 1.4mmol) for 12h at 70° in DMF (5ml) 



30 



35 



40 



45 



50 



25 then filtered and washed as before to give dftriY fltised resin (9V 
HPLC-MS ^ 

HPLC-MS was performed on a Hewlett Packard 1100/MSD ES Single 
Quadropole system with diode array detector using either 

30 renditions A : A Luna C18(2) 50 x 4.6mm (3^m particle size) column, 
running a gradient of 95% [20mM ammonium formate, pH 3.5], 5% [0.1% 
formic acid in acetonitrile] to 10% [20mM ammonium formate, pH 3.5], 
90% [0.1% formic acid in acetonitrile] over 3min, then maintaining the 
mobile phase at that ratio for a further 2min. Flow rate 0.8ml/min.; or 

35 Conditions B : A Luna C18(2) 50 x 2.0mm (3nm) column, running a 
gradient of 95% [0.1% aqueous formic acid], 5% [0.1% formic acid in 
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aceionitnle] to 10% [0.1% aqueous formic acid], 90% [0.1% formic acid in 
acetonitrile] over 2min, then maintaining the mobile phase at that ratio for a 
further 1 min. Flow rate 0.8ml/min. 

MS was acquired by API electrospray in positive ion mode, at 70V, 
5 scanning from 150 to 750amu. 

EXAMPLE 105 

fjgU3.r4-f3.5-Dichloro-4- P vridvlcarboxamido)Dhenvn-2-f2- 

cy dohexvlamino-3.4-dioxocyclohiit-1 -envf aminolpropanplc acid 

10 To the derivatised resin (3), (120mg) was added DCM (0.2ml), EtOH 
(0.8ml) and a 1M solution of cyclohexylamine in DCM (0.5ml). The 
solution-was agitated for 12h at RT followed by filtration and multiple . 
washes with DCM. The resin was treated with 60% trifluoroacettc acid in 
DCM (1.5ml) for 3h with agitation and then filtered. The filtrate was 

15 evaporated in vacuo to give the crude product which was purified by 
preparative HPLC to afford the titte compound (5mg). 
HPLC-MS (Conditions A) Retention time 3.5min MH+ 531 . 

The following compounds of Examples 106 to 179 and 183 to 195 were 
20 prepared in a simitar manner to the compound of Example 105, each using 
the starting material shown. For examples where the amine was added as 
a salt, 1 mol equivalent of DIPEA was also added. 

EXAMPLE 10$ 

25 f^3.M43.S-Dichloro^-pvridvlcarboxamido^phenvn-2-r2-n- 

adamantvlammoW3.ii-dioxocvclobut-1-envlaminolDrODanoiC acid 
1 -Adamantylamine gave the title compound (4mg) 
HPLC-MS (Conditions A) Retention time 3.9min MH+ 583 

30 EXAMPLE 107 

fS\-3-r443S-D ichloro-4-pvridi/lcarbPxamidotohenvn-2-f2-l2- 
m e th Q x V ethvlaminoU3.4.dto^oryrl Q htit-1-cnvlamino1pro P anoic acid 
2-Methoxyethylamine gave the title compound (10mg) 
HPLC-MS (Conditions A) Retention time 3.1 min MH + 507 

35 

EXAMPLE 108 
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f^,3,rd43S.DIchlQrQ^-nvridvlcarfaoxamidotohenvn-2-r2^3- 
mft thft*vProPvlaminoW3.4>d'tox ftft V rlQbiit.1 ^pylaminolDrooanoic acid 

-^JUI^hnvyprnpylaminft Qav/ft thft titlft compound ( 9mQ) 

HPLC-MS (Conditions A) Retention time 3.2min MH* 521 

5 

EXAMPLE 10S 

thimwlm e thvlaminpl3.4-rf^ MM 
2-(Aminomethyl)thiophene gave the tftia compound (4mg) - 
10 HPLC-MS (Conditions A) Retention time 3.4min MH* 545 

FXAMPLE 110 

(<g)^4^3.5-Dichlpro^-PYridyl^^ 

is asii - - i... 

N (2 Amir^^^T^ 1 '" 0 Cf fl " ft tha titlfi CQmpound ^Bmq> 
HPLC-MS (Conditions A) Retention time 2.9min MH + 562 

FXAMPLE 111 

20 ^^3.y4-f3.S-Dichloro-4-n vridvlcarbovflmidQ^phenvn-2-r2-(3.4.5- 
acid 

3,4,5-Trimethoxybenzylamine gave the compound (3mg) 
HPLC-MS (Conditions A) Retention time 3.4min MH* 629 

25 

FXAMPLE 112 

r^.3J4W3.S-Dichtoro^-PVP dvlg a rboxamirio1nhenvlV2-r2-(1" 
piperidinpeth vlaminnl3.4-dio xpc yr Inhuf-I -<*n vlaminolpropanoic acid 

1 -p-ftr i>tf * ttth y < )p i p ftririino 3 ftW thft ti tie compound (11 mg) 
30 HPLC-MS (Conditions A) Retention time 2.9min MH+ 560 

EXAMPLE 113 

f.<?^.r443.5-D1chloro^-Pvridvlc^^ 

nxopvrrplidin-1 -vn P ropy| aminpl-3.4-dintt ncvclpbut-1 -envlaminol 

35 propanoic acid 

1-(3.Aminopropyl)-2-pyrrolidinone gave the titlft compound (12mg) 
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HPLC-MS (Conditions A) Retention time 3.1min MH* 574 
FXAMPLE 114 

f ^-^f3.5-Dichloro ^.Dvridvlcartaoyamirio\nhenvn-2-r2^^ 
5 p ^en\/tDroDvlamino^34^ioxocvdQt7 iit-1^nvlamino1proDanoicacid 

3-Pheny Ipropy lam ine gave the title compound (8mg) 
HPLC-MS (Conditions A) Retention time 3.7min MH+ 567 

pYAMPLE 115 

imidagolvnproPvlamino\-3.4^» ov^rl Q buM-Pnvlamino1ProPanQiC 

acid 

N-(3-Aminopropyl)imidazole gave the jitle compound (9mg) 
HPLC-MS (Conditions A) Retention time 2.8min MH + 557 

15 

25 FXAMPLE 116 

/^.r4-f3 5.Dichioro-4-pvridvlcarboxamiy1y>)phfinYn-2'f2- 
pipArnnvtamino.3 4^ioxocvciohut-i-envlaTninft1nropanQig acid 

Pipomnyiaminft gave the title compound <3mg) 
30 20 HPLC-MS (Conditions A) Retention time 3.5min MH+ 583 

FXAMPLE 117 

r^.r443.5-D ichl Q r 0 ^- P vrirt Y l^ 
35 p ineridinvlaiTimoU3.4-dioy nrv e | Q buM.envlamino1pronanoic acid 

25 4-Amino-1 -benzy Ipiperidine gave the title compound ( 1 2mg) 
HPLC-MS (Conditions A) Retention time 3.1 min MH* 622 

40 FXAMPLE 118 

^<?\^.^443.5.D■r : hl Q rQ^-o V ridvlca^hoxamidQ^Phenvl^■2-f2^2■ 

30 pvrid V lmethvl a minnU3 4^iovftrvrl Q buM-env>amino1PrQPanQig BClti 

2-(Aminomethyl)pyridine gave the titlfi compound (14mg) 
45 HPLC-MS (Conditions A) Retention time 3.2min MH+ 540 

FXAMPLE 119 

35 ^^U3J4>f3.S-D lchl Q rQ^-pvri^Y|^rh Q ^amirio^nhenvn-242- 
so r Y ffl " pentvlam inn - 3 4-dioxocvriohuM ■envlaminolpropangic acid 
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r.yrlnpftntyiamine nave the title compound <8mo) 
HPLC-MS (Conditions A) Retention time 3.4min MH+ 517 

FXAMPLE 120 

5 (^^-fdUa.S-Dichloro^-pyridvlearbQxamirio^Dhenvn^^-f^ 

pfr en Ylbutvlaminol-3.4-dioxoc yHnhiit-1 -e^y laminolpropanoic acid 

4-Phenylbutylamine gave the title compound (4mg) 
HPLC-MS (Conditions A) Retention time 3.8min MH + 581 

10 SAMPLE 121 

f^-3-M^3.S-Dichloro ^-Pvridvlca^^ 

PYririv»methvlamino^3.4- dio«oevclobut^nvjaminolpro acid 
3-(Aminomethyl)pyridine gave the title compound (7mg) 
HPLC-MS (Conditions A) Retention time 3.0min MH 4 540 

FXAMPLE 122 

f<y)-H4-r3S.DI c bloro^.nvridvlcarboxamirio1nhenvn-2-r2-(3.3- 
^imAfhi/lbufx/laminoU S d^i 0 YQcvclnhtit-1 -envlaminol propanoic acid 
3,3-Dimethylbutylamine gave the title compound (7mg) 
20 HPLC-MS (Conditions A) Retention time 3.6min MH + 533 

FXAMPLE 123 

f ^-3-Td-f3.S.Dichioro -4-Pvridvlcarhn ya mido^phenvn-2-r2-(3.4- 
rt ) r hlorebenzvlamino)-3.4-dtoxo cvclobut-1-envlamino1PrOPanoiC acid 

25 3,4-Dichlorobenzylamine gave the title compound (1 1 mg) 
HPLC-MS (Conditions A) Retention time 3.8m in MH + 607 

FXAMPLE 124 

( ^^fd^3.S-Dichlorft^-ovridv^ arhnitamidr*)ph* invi 1- 2 - r2 - r2 ^ 1 - 
30 pipera?invl^ethvlamrnoy3.4^ioxocY rlnhiit.1^nvlamino1prQPaDPic 

acid 

N-(2-aminoethyl)piperazine gave the compound <5mg) 
HPLC-MS (Conditions A) Retention time 2.8min MH + 561 
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(S^,r443.S-Dichloro^.pvri^^^ 

pvirolidinvl\ethvlamino^3>d^ioxocvc lQbuM-envlam}no1oropanoic 

1-(2-aminoethyl)pyrrolidine gave the titlP impound (9mg) 
5 HPLC-MS {Conditions A) Retention time 2.9min MH + 546 

FYAMPLE 126 

(ft). ;^443.5-Dichloro^ Pvridvlca^^ 

^Ytf i^yxmropvlamino^^l ftyQcvclobuM^nvlaminolDropan acid 
1 0 3-Hydroxypropylamine gave the tit'* compound (4mg) 
HPLC-MS (Conditions A) Retention time 3.0min MH + 507 

PYAIvlPLE 127 

f5?U3.r443.S-Dichlorft-4-pvridvlc3 rhni fa midptohenvn-2-r244- 
15 ft vclohexvlanilino).3.4-dio xocvclobuM -envlaminolpropanoic acid 

4-Cyclohexylaniline gave the title compound (3mg) 
HPLC-MS (Conditions A) Retention time 4.3min MH+ 607 

EXAMPLE 128 

20 f<?U3-r443.S-D ichl Q ro-4-pvridvlcarboxamidotohenvn-2-r2-(4- 

fnnrphpiinpaniiinoUS ^-dioyocvciohuM-envlaminPlprPPanPic acid 

4-Morpholinoaniline gave the title compound (5mg) 
HPLC-MS (Conditions A) Retention time 3.4min MH* 610 

25 EXAMPLE 129 

r^3-r443.S-Dichlorp^-Pvridvlc arbQxamidotohenvn-2^2' 
isopropvlamino-3.4-dioxoc vclobtiM -*iwlamiriolDropanoic acid 
Isopropylamine gave the fitte compound (2mo) 
HPLC-MS (Conditions B) Retention time 2.3min MH + 491 

30 

EXAMPLE 1?0 

^9U3-r443.S-Dichloro -4-Pvridvlcarbr>if a midp\phenvn.2-/2-feit> 
butvlamino-3 .4-dioxocvclobiit-1 -envlaminotoropanoic acid 

Tert-butylamine gave the title compound (1mg) 
35 HPLC-MS (Conditions B) Retention time 2.39min MH* 505 



WO 00/732*0 



PCT/GBOG/02020 



94 

FYAMPLE 131 

|<:V3-r4-r3.5-Dich<Qr o^-Dvridvicarfanicamido^henvlU2-(2- 
prppylaminQ^.^dioxocydobiit^l ^nvlaminotpropanoic acid 
Propylamine gave'the title compound (5mq) 
5 HPLC-MS (Conditions B) Retention time 2.3min MH + 491 - 

FY AMPLE 132 

(5)-3-r443.5-Dichloro-4-p yridvtcarbo*afnirin)phenvn-242- 
- hpn7vlam ino-3.4.dio^ocvclnbuM-envlaminotDroDanoic acid 
10 Ronyylamine gave the title compound (4ma) 

HPLC-MS (Conditions B) Retention time 2.43min MH + 539 

FXAMPLE 133 

(.<?V3-r4-r3.5-Dichloro^-p vridvlcarboxamldoVphenvn-2-f2-(3- 
15 /dimethvlamino>propvlam inoU3.4-dioxocvclobut-1-envlaminQl 
pfnpanoic acid 

3-(Dimethylamino)propylamine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 1.92min MH+ 534 

20 fXAMPLE 134 

(5;u3,f4-f3.5-D»chlQro^-pvridvlcarh Q Y a midQ^hftnvn-2-r2-(3- 
ignpropoxvDrop\/laminoU3.4-diQXOcvc lobut-1-envlaminolDropanoic 

acid 

3-lsopropoxypropylamine gave the title compound (5mg) 
25 HPLC-MS (Conditions B) Retention time 2.37min MH+ 549 

EXAMPLE 135 

^^■34443.5-D ichloro-4-pvridvlcarboitamiriotehenvn-2-r2-(3- 
ft thnirypropvlamin o\-3.4.dioxftcvclobuM-pnvlaminolpropanoic acid 
30 3-Ethoxypropylamine gave the title compound (5mg) 

HPLC-MS (Conditions B) Retention time 2.3min MH* 535 

FYAMPLE 136 

(^■3.r443S-DichlorQ^pv ridylr a i^oxamiri^phenv1V2.r2-(2>f3- 
35 inriolvnethvlaminoW3.4-dioxocvclo} ?tit-1 ^nvianiinolpropanoic acid 

2-(3-indolyl)ethylamine gave the title compound flma) 
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HPLC-MS (Conditions B) Retention time 2.15min MH* 592 

FYAMPLP 137 

fSU3-r443.S^ ichlpro^3VP^ 
5 rwriQbutviamino-34-dioxocvriobut-l *envlaminPlpropanpic acid 

Cyciobutylamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.35min„MH* 503 

FXftMPLE 13? 

10 f5^^.^^3.5.DichlQ^Q■4-Dvridv1carboxamidO^Phenvn-2^2" 

rycloproDvlamino-3.4-dio ^QcvclQbuM>ftn\/tamino^proPanQiC acid 

ryrlnprnpylamine qave the title compound (5mo) . . 
HPLC-MS (Conditions B) Retention time 2.26min MH* 489 

15 FXAMPLE 139 

f<?}^-fd43,5-Dichloro ^Dvridvlcarfr^vamiri Q 1oh 
thiadiazol-4-vnbenzvlam inQ^3.4^loynrvHQhut.1-envlamtnol 
nreoanoic acid 

4-<1 ,2>ThiadiazoM-yl)benzylamine gave the titte CQmPWnd (5mg) 
20 HPLC-MS (Conditions B) Retention time 2.46 MH* 623 

FXftMPLE 140 

f<;)-3-r4-(3S-Dichloro-4-Pvridvlc arbQxamido^phenvn-2-r2-f3- 
n itrnh e n7v1aminp^3.4 .riift^n C v C lQbi|t>1 -mwlaminolpropanolc acid 
25 3-Nitrobenzylamine hydrochloride gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.46min MH* 584 

EXAMPLE 141 
(S1.3.r4^3.B-Dichlort^-w 
30 fmftthvlsutfonvUbenTvlam ^nnya 4^ioxftcvclobut-1-envlamino1 

propanoic acid 

4-(Methylsulfonyl)benzylamine hydrochloride gave the title CQmPPund 
(1mg) 

HPLC-MS (Conditions B) Retention time 2.31min MH + 617 
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fft^-fdJ3.S-Di C hlor^ 

(fr ftn7V lthmtethvlamino^ 

acid 

2-(Benzytthio)ethylamine hydrochloride gave the litlQ comPQlinti (?™9) 
5 HPLC-MS (Conditions B) Retention time 2.56min MH+ 599 

FXAMPLE 143 

n i trft phenvnethvlaminoW 3 4^io^^^ 
10 Mid 

2-(4-Nitrophenyl)ethylamine hydrochloride gave the tftlfl compound (1mg) 
- HPLC-MS (Conditions B) Retention time 2.47min MH+ 598 

PYAMPLE 144 

15 f^^-r4^3.5-nirhloro-4.Dy ridvlcarboxamido\Dhenvn-2-r2-(i- 
pjppridinvn-S d-diQKocvclnhuM-envlaminolnrnnanoiC acid 
Piperidine gave the title compound (5mg). 
HPLC-MS (Conditions B) Retention time 2.36min MH + 517 

20 FXAMPLE 145 

(<^ , f4J3.5-Dichlor n a-pvri^^^ 

3 A,riioKOCVCIobut-1^en ylamino>prnpanoic acid 

Morpholine gave the title compound (7mg) 

HPLC-MS (Conditions B) Retention time 2.24min MH+ 519 

25 

FXAMPLE 146 

fft ).3-[A-f3 S^Dichloro-4-pvridv |cfir^^am'dolPhenvn-2-(2- 
^lnmnmholino^.4- d iriYor V r.lfthuM-ftnvlaminOtorQDanPiC atid 

Thiomorpholine gave the title compound ( 1 mg) 
30 HPLC-MS (Conditions B) Retention time 2.36min MH+ 535 

FXAMPLE 147 

( i q)^-f4^3.S.D ichlorp^Pvn^ylrarhnYamirio>Dhenvn-2^2- 

^| ff thviaminQ-3.4^io Y pryfiipbut-i^nviaminotorpDangic acid 
35 Diethylamine gave the title compound (4mg) 

HPLC-MS (Conditions B) Retention time 2.34min MH* 505 
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EXAMPLE 148 

fj?p.rA43.5.Dichloro^-pvridvl C arboyamiriotohenvn-242-<1- 
pyrmlidinvl\-3.4-di oxocvclobut-1-<»nv»amino1prQDanQic acid 

5 Pyrrolidine gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.29min MH+ 503 

FXAMPLE 148 

(^,3-f4-f3.5-D ichl Q ro^^ 
10 pipftraginvlU3 d-dioxocyctobuM -ep vlaminolnropanoic acid 

1-Ethylpiperazine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 1 .96min MH + 546 

FXAMPLE 150 

15 f<?)^>r443.5.Dichloro^-Pvririvlcarboxamirtn^henvn-2-r2-(4- 
fhnriroxvpropvlU1-pipera2invlW3.4-dioxocvclobuM- 
fi^ ylaminolpropanoic acid 
1 -Piperazinepropanol gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 1.94min MH* 576 

20 

FXAMPLE 1S1 

f^44^3.5.Dtchlnro^-Dvridvlcarboxamido)Phenvn-2-r2-((SW- 
riimAthvlamino-1-Pvrrolidinvl^3.4-di0XOCVCl0bUt-1- 
envlaminolpropanoic acid 

25 (S)-3-(Dimethylamino)pyirolidine gave the title CgmPQMnti (8mg) 
HPLC-MS (Conditions B) Retention time 1.94min MH+ 546 

EXAMPLE 152 

fjg^4443.S.Dic hloro^ P vridvicarboxamidQ)Phenvn>2-r2-((S)-2- 
30 f mPthoxvmet hvlWI .m/rrolidin vll-3 4-dioxocvclobut-1 - 
An y lamino1propanotc acid 

(S)-2-(Methoxymethyl)pyrrolidine gave the titt? compouno; (2mg) 
HPLC-MS (Conditions B) Retention time 2.37min MH + 547 
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(^.fd^a.s.Dichioro^-nvririvirai^Qxamiriftlnhmvn-Z-B-fl- 

p ipAra?lnvlU3.4>dioxocvclobuM ^nylamlnolDrQDanQic acid 

Pipgrazine gave the title compound Mmo) 

HPLC-MS (Conditions B) Retention time 1 .93min MH* 51 8 

5 

EXAMPLE 154 

f^.3.f443.5-DlchlQro^-nvrid\/lcarboy f>mirin^phenvlV2-r2-(mS>-3- 
^iPthvlamino-l-Dvrrotidinvf^^-dioxocvctQbUt-l - 
Rnvlaminolpropanoic acid 
1 0 3-{Diethylamino)pyrrolidine gave the mfemmpound (6mg) 
HPLC-MS (Conditions B) Retention time 1 .98min MH + 574 

EXAMPLE 155 

(5g)^.f443S-Di c hlQro^-nvridvl C arboxamirtomhftnvn-2-r2-f4-f4- 
15 ~ p l»rophenvn.1^iperaginvl U3 4^ 
acid 

1 -(4-Nitrophenyl)piperazine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.54min MH + 639 

20 FXAMPLE 156 

(5}-^A43S-Dichloro ^-Pvri^ 

3 4-riinYnRvclQbuM^nvlaminQ^nronanoiC add 

Butylamine gave the title compound (3mq) 

HPLC-MS (Conditions B) Retention time 2.37min MH + 505 

25 

FXAMPLE 157 

pimtvlamino-3 4^ioxocvctt»h»it,1 -envlaminolnronanoic acid 
Pentylamine gave the title compound (2m g) 
30 HPLC-MS (Conditions B) Retention time 2.44min MH + 519 ~ 

FXAMPLE 158 

(5;v3-r4Hf3S-Di C hi Q rQ^-p V ridvtcarboxamidQ)nhftnvlV2-r2-(fRS)-1- 

mftthvlpropvtaminoU3.4-dioxo ryrlnhuM -frnylaminol propanoic acid 
35 1 -Methylpropylamine gave the fflft compound (9m'g) 

HPLC-MS (Conditions B) Retention time 2.34min MH + 505 
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FXAMPLE 159 

^Q}.a.fA43.S-DichlQrQ^-pvririvlrj>rhQifamidQtohenvn>2^2> 
iftQbutvlamino^3.4-dloxo cyc»obut-1 ■envlaminoloropanoic acid 

5 Isobutylamine gave the title compound (3mg) 

HPLC-MS (Conditions B) Retention time 2.35min MH + 505 

PVAMPLE 160 , 

(ff).a-f^r3.S.Dichloro^-p V rid v lcarboxamidotohenv 
10 ;sftproPvlaminot-3.4-dioxocvclobut-1-finvtaminp1propanoic acid 
Methylisopropylamine gave the title compound (4mg) 
HPLC-MS (Conditions. B) Retention time 2.31 min MH+.505 _ 

EXAMPLE 161 

15 r<?U3.r4^3.5.Dichlorea-pvridvlcarboxamidotehenvn-2-r2^N^thvl-N- 
metfivlaminoU3.4-dibxocvclobut-1 -envlaminolpropanoic acid 

W-Ethylmethylamine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.26min MH + 491 

20 SAMPLE 162 

^,3.fA43.5-Dichloro^-n^^ 

propvlaminol-3.4-dloxPCvdobuM ■eny laminolprppanpic acid 
W-Methylpropylamine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.32min MH* 505 

FXAMPLE 163 

f^Ar443.S.Dichloro- 4-Pvridvlcart>nv a mtd 0 \phenvn-2-l2- 
r V rtpprPDanemethvlamino.3 4^mxQCVClpbut-1-envlamino)PrQPanPiC 
acid 

30 Cyclopropanemethyiamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.32min MH* 503 

FYAMPLF 164 

L9\^r4-(3.5.Dichloro^-PVf ririylr a rfaoxanniH^nh fi nvll.2-r2- 
35 (pmpvnvlamino\-3.4-dio xQcvclobuM -en vlaminolpropanoic acid 
2-Propynylamine gave the title compound (5mg) - 
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HPLC-MS (Conditions B) Retention time 2.26min MH + 487 

FYAMPLE 165 

5 i g nn fl ntvtaminQ-3.4-dioxocvclobut-1-envlaminolnrgPan9igaci^ 
Isopentylamine gave the title compound (1mg) 
HPLC-MS (Conditions B) Retention time 2.44min MH+ 519 

FY AMPLE 166 

10 f^,rA43.5-D 1chlpro^vri^^ 

mft ^vlhutvlaminoU3.4^ioxocv f»nhtit-1^n%/tflmtnolDroDanoic acid 

o_^+hyihMtyiamin» gax/fl thfl title compound (2ma) . 

HPLC-MS (Conditions B) Retention time 2.42min MH + 51 9 

15 SAMPLE 167 

^j m f fhMlbuh/laniino U3 4-dioxocv^lnhiit.l -envlaminolpropanoic add 

1 ,3-Dimethylbutylamine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.49min MH + 533 

20 

FXAMPLE 168 

fQ^,rA43.5.Dichloro^-nvridvl^ ^ 

ft itvl a minoW3.4-dio xQcvclobut-l -envlaminolpropanoic acid 

/V-Methylbutylamine gave the title compound (3mg) 
25 HPLC-MS (Conditions B) Retention time 2.39min MH+ 51 9 

SAMPLE 1W 

rjgU3-r4^3.S.Dicht Q rt^-Pvriri vlcarboxamirin^hRnvn-2-r2^fRSH- 

m ^hvibtitviamin Q U3 4^i 0 x^f Y rinhtiM^nviaminolpropanoic acid 
30 1 -Methy Ibuty lam ine gave the title compound (3mg) 

HPLC-MS (Conditions B) Retention time 2.41 min MH+ 519 

FYAMPLE 170 

(jfrl- H*-^ S-Dichloro^-ovri^ 
35 3,A-dloxocvclobut-1^nv1amino)nropanoic acid 
Allylamine gave the title compound (3mg) 
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HPLC-MS (Conditions B) Retention time 2.27min MH + 489 

FYAMP1E 171 

(^^.r^S.S-DichloroApvridvtcarbQYamlrio^henvn^-^Z- 
5 Jm ft th v lthiote t hvlammoU3^ 

acid 

2-(Methyithio)ethylamine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.30min MH + 523 

10 FYAMPLE 172 

f5?\-3.r4^3.S-Dichloro-4^ yridvlcarboyamlriotehenvn-242- 

rai^oYvethvlamino-3 4-ri inifQcvclobut-l-envlaminolPrPPanoiC flCid 

p-AJanine hydrochloride gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.19min MH* 521 

15 

FY AMPLE 173 

/<tt^4W3.5-nichloro^-pi *ridvlra^^ 
r a rtioxv-3-methvlbiitvlam in Q U3 4^dioxocvclobuM- 
ftn ylamino1propanpic acid 
20 L-Leucine hydrochloride gave the title compound 0. 5mg 
HPLC-MS (Conditions B) Retention time 2.35min MH + 563 

FYAMPLE 174 

f ^-3-r4-f3.S-Dichloro-4-Pvridvlca rhnYamido^phenvl1-2-r2T 

25 ^ a rb Q wm e thv i a min Q w3.4-dioxocvciobut-1-fnYlflmin9lpropan9ic geld 

Glycine hydrochloride gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.19min MH* 507 

FYAMPLE 175 

30 f^-a>r4wi5-Dtchloro^-pvfidvlcai^ oicamidomhenvlV2-r2-ffSH' 
n a rbQitv.2-methvlnr QPV | a minnM 4-riinxOGVClPbuM- 
ftnY | a minolprpoanoic acid 

L-Valine hydrochloride gave the ifflp compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.28min MH + 549 

35 

EXAMPLE 176 
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rarhnigv-2-Dhcnvlethvtamino^-3.4<lioxocvclQbuM- 
envlaminojpropanolc acid 

L-Phenylalanine gave the title compound(0.5mo) 
5 HPLC-MS (Conditions B) Retention time 2.38min MH + 597 



15 



20 



PIMPLE 177 

3 ^ioxocvclobut-l^nvlaminotoroDanoic acid 

1 0 Ethy lam ine hydrochloride gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.22min MH + 477 



- EXAMPLE 178 

f<gU3-rA43.S.Dich lQro^-pvrid^r a f^ Q Yamld^nhenvn-2-r2* 
15 mPthvlamin o-3.4-dioxocv clobuM-envlamino1proPanQic acid 

25 Methylamine hydrochloride gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.17 MH+ 463 

FXAMPLE 179 

30 20 /^■3-r4-f3.5-Dichloro-4.pyridvlcarbox^ midotohenvn-242- 

riimethvlami no-3.4-dioxocvclQbuM-fln\/lafnino^propanoic add 

Dimethylamine hydrochloride gave the title compound (6mg) - 
HPLC-MS (Conditions B) Retention time 2.20min MH+ 477 

35 

25 FXAIWPLE 180 

isu:ur4.r3.s-Dichio r Q ^^ 

dimroGVClobut-1 -enylamino^propanoic acid 
40 Derivatised resin (2), (320mg) in DMF (1 0ml), was treated with 4-anilino-3- 

ethoxy-3-cycIobutene-1,2-dione (400mg. 1.86mmol) for 12h at 70° then 
30 filtered and washed with DMF and DCM. The resin was treated with 60% 

trifluoroacetic acid in DCM (1.5ml) for 3h with agitation then filtered. The 
45 filtrate was evaporated in vacuo to give the crude product which was 

purified by preparative HPLC to afford ths title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.46min MH+ 525 



35 

50 



FXAMPLE 181 



55 



WO 00/73260 



PCT/GBOQ/02020 



103 

f<^.3-r443.5-Dichlor^ 

y ncvclobuM -envlaminotaropanoic acid 
By the $am& method as the compound of Example 180, 3-methoxy-4- 
phenyl-3-cyclobutene-1,2-dione was used to give the title qompPMnd 
5 (13mg). 

HPLC-MS (Conditions B) Retention time 2.53min MH + 510 

FYAMPLE 182 

{<:^-r443.B-Dichloro^^ 
10 rfimrQcvclobuM-enylammnlnroDanoiC acid 

Derivatised resin (3), (120mg) was treated with 60% trifluoroacetic acid in 
- DCM (1.5ml) for_3h_withagitation_then filtered Jhe filtrate was evaporated 

in vacuo to give the crude product which was purified by preparative HPLC 

♦n afford the title compound <2mo) 
1 5 HPLC-MS (Conditions B) Retention time 2.26min MH + 465 

FXAMPLE 183 

f<;U3J443.5.nirhlorQ-4-Dv rirfvlrarboxf»rnirin^henvn-2-<2-(1- 

^ a h V dro g utnoiviU3^ inYn C vriQbiiM^nvlaminotorQDanoic acid 

20 Decahydroqutnoline gave the title compound (1 mg). 

HPLC-MS (Conditions B) Retention time 2.53min MH + 571 

FXAMPLE 184 

(Sy3-r4-f3.S-Dichl^^ 
25 butvlamino)-3.4>dioxocyrJobuM-ep ylaminolpropanoic acid 

N-Benzylbuty)amine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 2.60min MH + 595 

FXAMPLE 185 , 

30 fS\.3.M43.S-Dirhl Q rr^-p^^ 

ruanoethvn-N ^mpfhvlammo^ 4-riiOXOCVClobuM- 
pnvlaminolpropanoic acid 

N-Methyl-beta-aianine nitrile gave the title gpmpotftf ( 3m 9) 
HPLC-MS (Conditions B) Retention time 2.22min MH + 516 

35 

FYAMPLE 186 
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pyriH V l^th v n.N-methvlaminoV3A-dioxocvclQbuM- 
«nylamino1 D ropanolc acid 

2-(2-MethyIaminoethyl)pyridine gave the title compound (6mg) 
5 HPLC-MS (Conditions B) Retention time 2.03min MH + 568 

FXAMPLE 187 

(ft^.f4J3 5-Dichloro^-p™^ 

tfitm hV rirQ - 1 -pvridvn-3.4-dioxocv rlfth»t-1-envlaminolDropanQ}c acid 

1 0 1 ,2,3,6-Tetrahydropyridine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.32min MH* 515 

FXAMPLE 188 

(SW3.r4W3.S.Pichloro^vn ^^^ 
15 jj. jphenviethynamino^3.4 ^ift*o^^ acid 
N-Methylphenylethylamine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.45min MH* 567 

F* AMPLE 189 

^1hiitvlamino-3.4*d toKocvclobtit-1-envlam8no^propanoic acid 

Dibutyiamine gave the title compound (5mg) 

HPLC-MS (Conditions B) Retention time 2.58min MH + 561 

25 FX AMPLE 190 

(gV3-r443.S-Dichloro-4-pvridvlcarbpxamido^phenvn-2-f2-(3.3,3- 
^r»flnoroDropvlamino W3 4^ioxocvcl»hiit-1 -envlamin propanoic acid 

3,3,3-Trifluoropropylamine gave the titif impound (7mg) 
HPLC-MS (Conditions B) Retentioniime 2.35min MH + 545 

30 

FY AMPLE 191 

(.<tt,3J443.5-Dichloro^-pyri^ 

( 4-pvridvlmethvhaminoW3.4-dt ^irnryc»obuM-ftnylamino1propanQic 

acid 

35 4-(Ethylaminomethyl)pyridine gave the title impound (4mg) 
HPLC-MS (Conditions B) Retention time 2.01 min MH* 568 
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FXAMPLE 192 
^-rA43.S.Dtchloro^- ™^^ 

thiayQlidinvn>3.4-diQirocvclobuM ^nylaminolDrQDanQic acid 

5 Thiaynlidina gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.29min MH* 521 

FXAMPLE 193 

10 m fth%/laminoU3.4-dioxo^ lohiJt>1.enylaminolDropanoicacld 
A/-Methylallylamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention.time 2.29min MH + 503 

FYAMPLE 194 
15 fSU3.r4J3.5-Dichtoro^^^ 

mftth V lamino U3.4-dln»ocvHQb»t-1-envlaminolDrQPanQiC acid 
A/-Benzylmethylamine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.42min MH + 553 

20 EXAMPLE 195 

(jSV3-f4>r3.S-DichlQro^-pvridvl rarhftxamldo>Phenvn-2-(2'ftf.W- 
^| | ylamino-3.4-diQ^Qcvclobut -1-ftnvlamino^DropanQic acid 

Diallylamine gave the |jt*p rnmpound (5mg) 

HPLC-MS (Conditions B) Retention time 2.39min MH + 529. 

25 

FXAMPLE 196 

(5?y3.f4^1-lsoQuino iyiafflinolp^^ 
diPYOCVclobut>1-envlarTiinft)propanQic acid 

To the derivatised resin (8), (100mg) was added ethanol (1.0ml) and a 1M 
30 - solution of diethylaminelnDCM (0.7ml). The solution was agitated for 18h 
at RT then filtered and washed thoroughly wittvDCM. The resin was 
treated with 95% trifluoroacetic acid in DCM (2.0ml) for 3h with agitation 
and then filtered. The filtrate was evaporated in vacuo to give the crude 
product which was purified by preparative HPLC to afford the litis 
35 compound (2mg). 

HPLC-MS (Conditions B) Retention time 2.0min MH+ 459 
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The following compounds of Examples 197 to 237 were prepared in a 
similar manner to the compound of Example 196, each using the starting 
. material shown. For examples where the amine was added as a salt, 1 
5 mol equivalent of DIPEA was also added. 

EXAMPLE 197 

rsW3.r4-/1>lsoau'inolvlamino>Dhenvn-2-f2-r3-methoxvDroDvlamino^ 
3 4-dioxocvclobuM -envlaminotoropanoic acid 
1 0 3-Methoxy propylam ine gave th e title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.0min MH+475 



EXAMPLE 198 

r^4441-lsoouinolvlarTrino^phenvn-2-r2-(1-piperidinvn-3.4^ 
15 din* qcvcIopuM -enylaminolpropanoic acid 
Piperidine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.1min MH + 471 

FXAMPLE 199 

20 L^-3-r4W1-lsoqumolvlam ino^phenvn-2-f241-p'iperazinvn-3.4- 
dioxocvclobuM-envlaminolpropanoic acid 

Piperazine gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 1.7min MH+472 

25 EXAMPLE 20Q 

fSU3-f4^1-lsoouinolvlaminotohenvn.2-r2-pentvlamino-3.4- 

dioxocvclobuM-envlamino^propanoic acid 

Pentylamine gave the title compound (3mg) 

HPLC-MS (Conditions B) Retention time 2.2min MH * 473 

30 

EXAMPLE 201 

f5?U3>r441.lsoauinolvlaminolp henvn-2-r2-propvlamino-3.4- 
dio»ocvclobuM -envlaminolpropanoic acid 
Propylamine gave the title compound (1 mg) 
35 HPLC-MS (Conditions B) Retention time 2.0min MH + 445 



10 



15 



20 
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EXAMPLE 202 

fffK-r4-(1HgoquinglYlamin9)phgnYlV2^2^1^ecahydrpq«inolinvl)-3.4- 
riipxocv clcbnH -gnvlaminolprgpanplc add 

Decahydroquinoline gave the title compound (5mg) 
5 HPLC-MS (Conditions B) Retention time 2.2min MH + 525 

EXAMPLE 203 

f^.3-rA41-l S QQuinolvl a mino^h e nvn.2-r2-rNI-ethvl-N-<4- 
P y ridvlmeth vhaminol-3 4-dioxocvclobuM -cnvtamf notoropanoic acid 
10 4-( Ethylam inomethy l)pyridine gave the title compound (2mg) 
HPLC-MS (Conditions B).Retention time 1.8min MH + 522 



EXAMPLE 204 

(j?V3-r441.lsopuinQlvlamtn Q ^henvn-2-f2-tert-butvlamino-3.4- 
15 rfinxocvclobuM^nvlaminolpropanoic acid 
25 Tert-Butvlamine oave the title compound Mrmrt 

HPLC-MS (Conditions B) Retention time 2. 1m in MH + 459 

EXAMPLE 205 

30 20 ^U3-r4-{1.lsoQumolvlamino>phenvlV2-f2-cvciobutvlaminQ-3.4- 

dipxpcyclpbut-l-mlaminplprcpanpic acid 

Cyclobuty (amine gave the title compound (-1mg) 
HPLC-MS (Conditions B) Retention time 2.1min MH + 457 

35 

25 EXAMPLE 206 

fSW3-f4-(1-lsoQu»nolvlamtno1nhenvn-2-(2-thiomorpholmo-3.4- 
dioxocvclobut-1 -envlaminolpropanoic acid 
40 Thiomorpholine gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.1min MH + 489 

30 . 



45 



50 



55 



EXAMPLE 207 

fj?W3.r4-/1-isoouinQlvlamino^phenvn.2>(2-allvlamino>3,4- 

dipxecy clpfrut-1 -eny Iaming)prepanp8c acid 

Allylamine gave the title compound (0.3mg) 
35 HPLC-MS (Conditions B) Retention time 2.0min MH + 443 
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FXAMPLE 208 

f5?^-f4^1.1soguinolvlami^^ 
3 4-di oxpcvclcbuM -en vlamtnolpropanoic acid 
W-Benzylmethylamine gave the title compound (5mg) 
5 HPLC-MS (Conditions B) Retention time 2.2min MH* 507 

FXAMPLE 209 

^<?W34441-lsoaumolvlamino^phenvn-2-f2-cvclohexvlamino>3.4- 
dip* ocvctobut-1 -envlaminpjprppanpic acid 
10 Cyclohexylamine gave the title compound (3mg) 

HPLC-MS (Conditions B) Retention time 2.2min MH* 485 



FX AMPLE 210 

^9\.3-r441-lsoamn olvlammo^phenvn-2-r2-benyvlaminp-3 4. 
15 dioxocvclobuM-envlamino^propanoic acid 

Ranrylamine gave the title compound (2maY 

HPLC-MS (Conditions B) Retention time 2.1 min MH* 493 

FXAMPLE 211 

20 fSU3-r441-lsoouinoivlam ino^phenvr|.2-r2-r34dimethvlamino> 
propvnamino-3.4- dioxocvclobiJt-1-envlaminoYpmpanoic acid 
3-{Dimethylamino)propylamine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time Urnin MH* 488 

25 EXAMPLE 212 • L ' 

(SU344.M.lsoouinolYlaminolphe ^ 
dioxocvclpbuM-enviaminplpropanoic acid 

2- (Aminomethyl)pyridine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 1 .9min MH* 494 

30 

EXAMPLE 213 

fSU3J441.lspouinoM aminotohe^ 
dioxocvclobuM -envlaminolpropanoic acid 

3- (Aminomethyl)pyridine gave the compound (1 mg) 
35 HPLC-MS (Conditions B) Retention time 1 .8min MH* 494 
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EXAMPLE 214 

ffflAfA41.fromrinoMam^ 
riin^Qcvclobut>1-envlaminolDroDanoic acid 

4-<Aminomethyl)pyridine gave the title compound (5mg) . 
5 HPLC-MS (Conditions B) Retention time 1 .8min MH + 494 

FXAMPLE 21$ 

tsiAr44i4 SQ auinoMam^ 
a d.riiQ¥Qcvc»obuM-envlamino^proDanotc acid- 
1 0 2-(Benzylthio)ethylamine hydrochloride gave the title compwnti ( 4m 9) 
HPLC-MS (Conditions B) Retention time 2.2min MH+ 553 

FXAMPLE 216 

fgU3-r4-f1-lsoquinoMami no> P henvn-2-f2-dimethvlamino-3.4* 
15 riinYncx/clobuM-enytamino^nmpanQic acid 
Dimethylamine gave the title compound (24mg) 
HPLC-MS (Conditions B) Retention time 1 .9min MH* 431 

FXAMPLE 217 

20 /j?U3-r4-M.lso ouinolvlamino\phenvn-2^^m Q mholinQ-3.4- 
dinxocvclobuM-envlaminolpropanoic acid 
Morpholine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.0min MH* 473 

25 EXAMPLE 218 

f^-3.f4W1.lsoquinolvlami no^phenvlU2-pWKI-methvl-N-butvlamino^ 
3.4-riioxocvclobuM -envlaminojpropanoic acid 

M-MothylhiitylaminP nflw> thft title compound f5ma) 
HPLC-MS (Conditions B) Retention time 2.2min MH* 473 
30 ' • " 

FX AMPLE 218 

(5g)-3-f4-f1-lsoouinolvlaminptphen yn-2^2^mSU2-methvlbutvlamino1- 
3 4-Htoxocvclobut-1-envlam inn>prnpanoic acid 
2-Methylbutylamine gave the title compound (4mg) 
35 HPLC-MS (Conditions B) Retention time 2.2min MH + 473 
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EXAMPLE 220 

(St-H4-(1Mgpquin9lvlaminpM 

dinxocvclobut-1 -enviaminolpropanoic acid 
Butylamine gave the titlft compound (4mg) 
5 HPLC-MS (Conditions B) Retention time 2.2min MH+ 459 

FXAMPLE 221 

rj?U3-r4.M-lsoQuinQlvlaminQ^henvn.2^-rrRS\-1.3. 
dimethvlbutvlaminoT-3.4-dtoxocvclobuM -envlaminolpropanoic acid 

1 0 1 ,3-Dimethylbutylamine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 2.3min MH+ 487 

EXAMPLE 222 

rSV3.f441-lsoouinolvlamino)phenvl].2.p-//tf-methvl-Ay- 
15 isoprQPvlamino^3.4-dioxocvciobuM-envlaminolprooanoicacid 
Methylisopropylamine gave the title compound (3mg) . 
HPLC-MS (Conditions B) Retention time 2.1min MH + 459 

EXAMPLE 223 

20 fSU3-r4-f1.lsoQu»nQlvlamino^phenvl^2^24fffSU1-methvlbutvlamino1- 
3 4-dioxocvclobut-1 -en via mi n propanoic acid 
1-Methylbutylamine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.2min MH + 473 

25 EXAMPLE 224 

(5;U3.r4414srKiuin Q lvlamino>Dhenvn-242HsobiJtvlainino-3.4> 
dioxocvclobuM^nvlaminolpropanoic acid 
Isobutylamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time2.1min MH + 459 " 

30 

EXAMPLE 225 

fSU3-r4-/1-lsoouinolvlamino)phenyn-2-(2-dipropvlamino-3.4- 

dioxpcyclpbut-l-enylaminplpropflnpic acid 

Dipropylamine gave the title CQmPPUnfl (4mg) 
35 HPLC-MS (Conditions B) Retention time 2.2min MH + 487 
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EXAMPLE 226 

{Sy34441-lsoQuinolvlaminoto 

3 d-dioxocvctobut-1-envlamino\proDanoic acid 

1 -Methylpropyiamine gave th e title compound (4mg) 
5 HPLC-MS (Conditions B) Retention time 2.1 min MH 4 459 

FYAMPLE 227 

^WVr441.lsoguinoMaminol^ 

? 4-HiQxocvclobut-1-envlamino1proDanoic acid 

10 M-Fthylmathvtamine gave the title compound Mmg) 

HPLC-MS (Conditions B) Retention time 2.0min MH + 445 

FY AMPLE 228 

^U3^2.3.4.Trimethoxvben^ 

15 riinYOCVClobuM-envlaminolpropanoic acid 

To the derivatised resin (5); (120mg) was added DCM (5ml), DIPEA 
(0.1ml, 0.6mmol) and 2,3,4-trimethoxybenzoyl chloride (138mg, 0.6mmol). 
The solution was agitated for 12h at RT then filtered and washed 
thoroughly with DCM. The resin was treated with 60% trifluoroacetic acid 

20 in DCM (1.5ml) for 3h with agitation and then filtered. The filtrate was 
evaporated in vacuo to give the crude product which was purified by 
preparative HPLC to afford the title compound (0.5mg). 
HPLC-MS (Conditions B) Retention time 2.34min MH + 512 

25 The following compounds of Examples 229 to 241 were prepared in a 
similar manner to the compound of Example 228, each using the starting 
material shown. 

EXAMPLE 229 

30 /Sl-^4-f2.4-D »methoxvb^ 

riioyocvclobut-1 -erwlaminolpropanoic acid 

2,4-Dimethoxybenzoylchioride gave thP fftie compound (2mo^ 
HPLC-MS (Conditions B) Retention time 2.41 min MH + 482 - 



35 



EXAMPLE 230 
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(^-3-r444-Bromobenzovl am'motohenvlT-242-DroDvlamin -3.4- 
rilnxocvclobut-l -eny lamino)propanoic acid 
4-Bromobenzoylchloride gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.49min MH + 500 

5 

FXAMPLE 231 

f5ru3-T4W2-Thienvlcarbonvlaminotehenvn-2-l2-proDvlamino-3.4- 
p]j pyocvctobut-1-envlaminolpropanoic acid 

Thiophene-2-carbonylchloride gave the title compound (0.5mg) . 
1 0 HPLC-MS (Conditions B) Retention time 2.31 min MH + 428 

EXAMPLE 232 

fSU3.r4^trans^innamovlamino\phenvn-?-l2-proDvlaminQ-3.4- 
^oxocvclobut-1-envlaminotpropanoic acid - 
1 5 trans-Cinnamoylchlonde gave the title compound (1 mg) 
HPLC-MS (Conditions B) Retention time 2.44m in MH + 448 

EXAMPLE 233 

fSU3-r4-IPhenvlac B tvlamin Q tnhenvn-2-/2-nroDvlamino-3.4- 
20 dioxocvclobut-1 -envlami notorobanoic acid 

Phenacetylchloride gave the title compound (0.5mg) 
HPLC-MS (Conditions B) Retention time 2.34min MH + 436 

EXAMPLE 234 

25 f^-3-r4^2.6-Dichloroben2Qvlamino^Dhenvn-2-(2-prQPVlaminQ-3.4- 
rirnyocvclobut-1-enytamino)propanoic acid 

2,6-Dichlorobenzoylchloride gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.39min MH + 490 

30 FXAMPLE 235 

r^V3.f4^2.6-D»meth V tten g ovlamino^nh e n V n-242-Droovlamino-3.4- 

dioxocvclob ut-1-envlaminolpropanoic acid 
2,6-Dimethylbenzoylchloride gave the title compound Mmo) 
HPLC-MS (Conditions B) Retention time 2.38min MH + 450 

35 

EXAMPLE 236 
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f^-f4-fBgnzvlOTvacmtamta 

dioxocvclobuM -envlaminolpropanoic acid 
Benzyloxyacetylchloride gave the title compound (1 mg) 
HPLC-MS (Conditions B) Retention time 2.41min MH + 466 

5 

EXAMPLE 237 

15 f^3-r4^4-Cvanoben70vlaminQ^phenvn.2-f2.propvlamino-3.4- 

dipxpc vclPbut-1 -en vlaminp)prppanpic add 

4-Cyanobenzoylchloride gave the tille compound (1mg) 
1 0 HPLC-MS (Conditions B)~Retention time 2.33min MH + 447 

20 EXAMPLE 238 

(SW4^6-Chlprp-3-pyridYte 

3.4-dioxocvclob U t-1^nvlamtno>propanoicaeld 
15 6-Chloronicotinvichloride oave the title compound flmo) . _ 
25 HPLC-MS (Conditions B) Retention time 2. 3m in MH + 457 

EXAMPLE 239 

fSU3-r4W2-Chloro-3HPvri^ 

30 20 3,4-diPXPcyclPfruH -eny)aminp)prppanpic acid 

2-Chloronicotrnylchloride gave the title compound (0.5mg) 
HPLC-MS (Conditions B) Retention time 2.18min MH + 457 



35 EXAMPLE 240 

25 fSU3.r4-f2-FluQrobengovlamin 0 ^hen V n-2-f2-propvlamino-3.4- 
d'ioxocvclobut-1 -em/lamino)propanoic acid 
2-Fluorobenzoylchloride gave the title compound (1 mg) 
40 HPLC-MS (Conditions B) Retention time 2.33min MH + 440 

30 EXAMPLE 241 

/S^>r4-f3.4-Dimethoxvbenzovlamino^phenvn-2-(2-DroPvtamino-3.4- 

45 diPXpcyclpfrnH -eny laminplprppanpic acid 

3,4-Dimethoxybenzoylchloride gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.28min MH+ 482 

35 

so , EXAMPLE 242 
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3,4-riimtocvclobuM -enylamino]propanoic acid 
To the derivatised resin (5), (120mg) was added 1,4-dioxan (4.5ml), 
DIPEA (0.2ml, 1.2mmol), water (0.5ml) and 4-methoxyphenylchloroformate 
5 (0.2ml, 0.6mmol). The solution was agitated for 12h at RT then filtered 
and washed thoroughly with DCM. The resin was treated with 60% 
trifluoroacetic acid in DCM (1.5ml) for 3h with agitation and then filtered. 
The filtrate was evaporated in vacuo to give the crude product which was 
purified by preparative HPLC to afford the title compound (2mg): 
10 HPLC-MS (Conditions B) Retention time 2.42min MH+ 468 

The following compounds of Examples 243 to 246 were prepared in a 
similar manner to the compound of Example 242, each using the starting 
material shown. 

15 . 

FXAMPLE 243 

3 A-dioxocvclobuM-en vlamlno^propanoSc acid 

p.Tnlylp.hlnmfnrmate gave the title compound (0.5mg) 
20 HPLC-MS (Conditions B) Retention time 2.50min MH + 452 

FXAMPLE 244 

(<^-r444-Fluorophenoxvcarbop vlammo^phenvn-242>proPVlamino- 
3 4-dioxocvclobuM -envlaminoh>ropanoic acid 

25 4-Fluorophenylchloroformate gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.45min MH+ 456 

EXAMPLE 24S 

(5)^J4WPhenoyvcarbonvlamino1phpnviy242-nropvlamino-3.4- 
30 ffinxocvclobuM-envlaminnlpronanoic acid 

Phenylchloroformate gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.42min MH + 438 

EXAMPLE 246 

35 r^-3>r444-Nitrobengvloxvc arhnnvlamino^henvn-2-f2-PrOPVlaminQ- 
ft4-riio»ocvclobut-1 ^nylamincrtniTO anQic acid 
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4-Nitrobenzylchloroformate gave the title compound (1 mg) 
HPLC-MS (Conditions B) Retention time 2.47min MH + 497 



10 



15 



FX AMPLE 247 

5 f^-3-r4-BenzovlphenylV2-/2-Dropvlamin 0 .3.4-dioxocvclobut-1- 
enylaminolproDanoic acid 

To the derivatised resin (9), (200mg) was added ethanol (1.6ml); DCM 
(0.4ml) and propylamine (0.08ml, 1mmol). The solution was agitated for 
12h at RT then filtered and washed thoroughly with DCM. The resin was 
10 treated with 95% trifluoroacetic acid in DCM (2.0ml) for 3h with agitation 
and then filtered. The filtrate was evaporated in vacuo to give the crude- 
20 product which was purified by preparative HPLC to afford the iii|§ 

Compound (4mg). 

HPLC-MS (Conditions B) Retention time 2.4min MH+ 407. 
15 .... . 

25 The following compound of Example 248 was prepared in a similar manner 

to the compound of Example 247 using the starting material shown. 

FXAMPLE 248 

30 20 (^-3./4-Ben20vlPhenvn-242-moroholino-3.4-diQXOCVClobuM- 

envlamino)propanoic acid 
Morpholine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 2.3min MH + 435 

35 

25 EXAMPLE 249 

fSU3-r4-f 1 -1sQouinolvlcarbQ»amido^henvn-2-(2-DroDvlammo-3.4- 
dio»ocvc1obuM-enylamino\DroDanotc acid 
40 A slurry of derivatised resin (5) (prepared from Wang resin (0.7mmol/g), 

100mg) in DCM (5ml) was treated with 1-isoquinoline carboxylic acid 
30 (56mg, Q.30mmol), DIEA (45^r0.25mmol) and [0-(7-a2abenzotnazol-1- 
ylj-I.I.S.S-Tetramethyluronium-hexafluorophosphate] (HATU) (95mg, 
0.25mmol). The mixture was agitated for 16h at RT then filtered and 
washed thoroughly with DCM, DMF t MeOH t DMF then DCM. The resin 
was treated with 50% trifluoroacetic acid in DCM (5ml) for 3h with agitation 
35 and then filtered.' The resin was washed with a further portion of DCM 
(5ml), The combined filtrate was evaporated in vacuo to give the crude 
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product which was purified by preparative HPLC to afford the title 
compound (7.3mg). 

HPLC-MS (Conditions B). Retention time 2.47min, MH+473 

5 The following compounds of Examples 250 to 281 were prepared in a 
similar manner to the compound of Example 249, each using the starting 
material shown. 

FXAMPLE 2S0 

10 (^■3-/4-r2-Be n?ofb)fijranvlcarboxamidolDhenvn-2-l2-propvlaminQ- 
a 4>dioxocvclobu M>envfamino^pronanoic acid 

2-Benzo(b)furancarboxylic acid gave the lillfi^QlIlEQUDd (4.Gmg) 
HPLC-MS (Conditions B). Retention time 2.45min, MH + 462 

15 FXAMPLE 2S1 

rSU3W444-Methoxv-2-g uinot v lcarboxamidotohenvn-2^2H>roPVlamino^ 

Td-riinxo c vclobut.1 -envlaminolpropanoic acid 

4-Methoxy-2-quinolinecarboxylic acid gave the title compound (5.3mg) 
HPLC-MS (Conditions B). Retention time 2. 59min, MH + 503 

20 

EXAMPLE 2S2 

fSU3-M-r4-Oxo-4, 5 6. 7 -tetrahvdrpbpnynfhVfuran^.vlcarboxamidol 
ph6nvn-2-f2-propvlaTnino*3.4-d ioxocvclobut-1-envlamino)propanpic 
acid 

25 4-0x0-4, 5, 6, 7-tetrahydrobenzo(b)furan-3-carboxylic acid gave the tills 
compound (8.2mg) 

HPLC-MS (Conditions B). Retention time 2.37min, MH + 480 
EXAMPLE 2M 

30 f5gU344^2W1-PvrrQ>vlUS-p y rirfylfiarbQxamiriofphenvn-2-f2- 
propvlammo-34-dioxocvclo biit-l^nvlaminotoropanoic acid 
2-(1-Pyrrolyl)-5-pyridinecart)oxylic acid gave the title compound (1.7mg) 
HPLC-MS (Conditions B). Retention time 2.45min, MH + 488 



35 FXAMPLE 2S4 
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f5C\-3-rA-r3-lndazolvlcarboxamido1ohenvn-2-f2-DrQPVlamlnP-3 t 4- 
flpitocvclobuM-envl aminotoropanoic acid 

3- lndazolecarboxylic acid gave the title compound (S.Omg) 
HPLC-MS (Conditions B). Retention time 2.34min, MH+ 462 

5 

FXAMPLE 255 

(9U3-rA44-FliiQr 0 b e n7 Q vlamino\phenvn-?42-DrQPVlammQ-3.4> 
ffifnmcvclobut-1-envl aminolpropanoic acid 

4- Fluorobenzoic acid gave the title compound (37mg) 

10 HPLC-MS (Conditions B). Retention time 2.37min,.MHt 440 

FXAMPLE 256 . . 

r^-3-r444-MethQwben?ovlamino^phenvn-2-f2-ProPVtaminP-3 i 4' 
riinirocvclobut-1 -envlaminolpropanoic acid 
1 5 4-Methoxybenzoic acid gave the title compound (0.3mg) ' 
HPLC-MS (Conditions B), Retention time2.34min, MH + 452 

FXAMPLE 257 

f5^3-f444>AcetamidQ hfin7Qvlaminn|phenvn-242.propvlamino-3.4- 
20 dioxocvclobuM^nvlaminolpropanoic acid 

4-Acetamidobenzoic acid gave the title compound (3.7mg) 
HPLC-MS (Conditions B). Retention time 2.16min, MH + 479 

FXAMPLE 258 

25 ^U3.f4-(4-Ac etvlbenzovlarnin 0 ^henvn-?-r?-nroPvlamino-3.4- 
dtoyocvclobut-1-envl aminolpropanoic acid 
4-Acetyibenzoic acid gave the title compound (2.0mg) 
HPLC-MS (Conditions B). Retention time 2.28min, MH* 461 

30 FXAMPLE 259 

r<5\-3-f444-Nitrobengovlamino^phenvn-2-f 9-prnnvtamino-3.4- 

dinYocvclobut-1-envl aminolpropanoic acid 

4-Nitrobenzoic acid gave the title compound (4.3mg) 
HPLC-MS (Conditions B). Retention time 2.39min, MH + 467 

35 

EXAMPLE 260 
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|^U3-/4-rA-/4- H V dmxvphenvl^Pny Q vl a minQlDhenv1V2-(2- 
nr m lamino.3.4-dioxocvclo bu t-l^nvlaminntaropanoic acid 
4-Hydroxybiphenyl carboxylic acid gave the jitle compound (0.8mg) 
HPLC-MS (Conditions B). Retention time 2.36min, MH+ 514 

5 

"AMPLE 261 

(S) ^,fA^d^vanobe nyQ\/lamino)phenvlV2.f2-nroPVlaminQ^.4- 
riinyocvclobut-1-envl aminotpropanofc acid 

4-Cyanobenzoic acid gave the title compound <6.5mg) - 
1 0 HPLC-MS (Conditions B). Retention time 2.32min, MH+ 447 

FXAMPLE 262 

? A-di Q xocvclQbtjt-1^nvlamino^rQpanoic acid 
1 5 4-Trifluoromethylbenzoic acid gave the title compound (5.4mg) 
HPLC-MS (Conditions B). Retention time 2.55min, MH + 560 

EXAMPLE 263 

(^U3-r4-fA/-Ovft^-nvridvlc arboxamido^benvl%2W2-propylaminQ-3.4- 
20 riimrncvclobiiM-envl aminolpropanoiC acid 

4-Pyridyl-W-oxide carboxylic acid gave the litis CPmPPUnd (4.7mg) 
HPLC-MS (Conditions B). Retention time 1.97min, MH* 439 

FXAMPLE 264 

25 /SU3-f442. 6.Dirhloro-3-p yrirfvlcarbo)(ramlriAlnhen\/n-242- 

propvlamino-3 4-dl nYocvclobuM -*»nvlaminoh>ropanoic acid 

2, 6, Dichloronicotinic acid gave the title compound (4.7mg) 
HPLC-MS (Conditions B). Retention time 2.31 min, MH + 493 

30 EXAMPLE 265 

fjgU3-f442-fMethoxY rarbpnvl\ben7Qvlamino)phenvn-2-t2' 
prnpvlamino.3 4-dioxocv HnhiiM-envl aminotorOPanoiC acid 

2-Methoxycarbonylbenzoic acid gave the title compound (3.4mg) 
HPLC-MS (Conditions B). Retention time 2.28min, MH + 480 

35 

FXAMPLE 266 
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tS^4-r5-Methv1-2^trmuorom 

r2-DroDvlamino-3.4-dioxocvclobuM-enylamfno^ropanotc acid 

5-Methyl-2-(trifluoromethyl)-3-furancarboxylic acid gave the title compound 
(5.6mg) 

5 HPLC-MS (Conditions B). Retention time 2.48min, MH+ 494 
EXAMPLE 267 

rSU3-r4-f2-Acetvl-3.thienvlcartioxamido^Dhenv11-2>r2-DroDvlamino-3.4- 
riioYQcvclobut.1-i>nvlamino)propanoic acid 
1 0 2-Acetyl-3-thiophenecarboxylic acid gave the title compound (5.2mg) 
HPLC-MS (Conditions B). Retention time 2.28min, MH* 470 

EXAMPLE 268 

f^^4.r//?^2^Q X Qthtazolidin-4-vlcarbQxamidolDhenviV24^- 

15 prppylaminp-3,4-diPXp cvclPbut-l^nylamlnplprppanpic acid 

(R)-2-Oxothiazolidine-4-carboxylic acid gave the title compound (5.4mg) . 
HPLC-MS (Conditions B). Retention time 2.07min, MH+ 447 

EXAMPLE 269 

20 /j?\-3-r4*/4-Nitro-3-ovra2olvlcarfaoxamido\phenvr|-242-propvlamino- 

3.4-diPXPCvclpfruM -enylaminplprppanpic acid 

4- Nrtro-3-pyrazolecarboxylic acid gave the title compound (3.0mg) 
HPLC-MS (Conditions B). Retention time 2.14min, MH+ 457 

25 EXAMPLE 27Q 

(SVH4^H?hlprp-2-thienylcar^ 

3.4-dioxocvclobuM-envlamino^proDanQic acid 

5- Chloro-2-thiophenecarboxylic acid gave the title compound (5.3mg) 
HPLC-MS (Conditions B). Retention time 2.48min, MH+ 462 

30 

EXAMPLE 271 

fSU3-r4W1.Methvt-S-nitro-4-pvrazolvlcarboxamido1phenvn-2-f2- 
propvlamino-3.4-dioxocvclobut-1 -envtaminolpropanoic acid 

1-Methyl-5-nitro-4-pyrazolecarboxylic acid gave the title compound 
35 (6.1mg) 

HPLC-MS (Conditions B). Retention time 2.23min, MH+ 471 
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FXAMPLE 272 

<j tt-3.r4-f2-Fu rovlamtnolphe^^ 

1- gnvlaminol propanoic acid 

5 2-Furoic acid gave the title compound (3.7mg) 

HPLC-MS (Conditions B). Retention time 2.23min, MH + 412 

FXAMPLE 273 

{Sy3-r4.f2 4-Dimethvl-5-thiagotvlcarboxamido)phenvn-2-f2- 
10 nrepvlamino-3.4-dioxo c vtHobuM-envlamin propanoic acid 

2, 4-Dimethyl-5-thia20lecarboxylic acid gave the title compound (4.2mo^ 
HPLC-MS (Conditions^). Retention time 2.18min, MH + 457 

FXAMPLE 274 

15 (gU3-T441- 2 3 .thiadiazoM-vlcarboxamido1nhenvn>2-(2-PrODViaminQ- 
3 4-dioxo cvclobut-1-envlaminolpropanoic acid 

1 , 2, 3, Thiadiazole-5-carboxylic acid gave the title compound (4.9mg) 
HPLC-MS (Conditions B). Retention time 2.20min, MH* 430 ; 

20 EXAMPLE 27S 

f^U3-r4^2-Thi envl ca rboxamido1phenvn-2-f2-PrOPVlamino*3,4' 
riip»ocvclobut-1-envlaminolpropanoic acid 

2- Thiophenecarboxylic acid gave the title compound (5.0mg) 
HPLC-MS (Conditions B). Retention time 2.31 min, MH + 428 

25 

FXAMPLE 276 

/^J442-Pvr azinvlcarboxflmirin^henvn-?-r2^ropviamino-3.4- 
Himtocvclobut-1-envl a minotaropanoic acid _ — 

2-Pyrazinecarboxylic acid gave the title compound (4.2mg)^ 
30 HPLC-MS (Conditions B). Retention time 2.16min, MH* 424 

FXAMPLE 277 

f^.3-f4.r(2.Fun/l^oxaiviamSnp]phenv l>>2-/2-propvlamino-3.4- 
riinirQcvclobuM-envlamino^prnnanoic acid 
35 a-Oxo-2-furanacetic acid gave the title compound(4.6mg) 
HPLC-MS (Conditions B). Retention time 2;3min, MH"*" 440. 
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EXAMPLE 278 

f5\^J4-f3-Methvl.24hienvlcarfaQxamido^Dhenvn-242-DroDvlaminQ- 
3 4-dipxocvclo but-1-en viaminolnropanoic acid 

5 3-Methyl-2-thiophenecarboxylic acid gave the tit lft compound (2.0mg) 
HPLC-MS (Conditions B). Retention time 2.37min, MH + 442 

EXAMPLE 278 

fguya-M-Methvl-l. 2. 3-thiadiagol-S-vlcarboxamido)Dhenvn-2-r2- 
10 prn P ylaminn-3.4.dioKOcvclobuM^nvlamino>DropanQic acid 

4- Methyl-1 , 2, 3-thiazole-5-carboxylic acid gave the title compound (4.0mg) 
HPLC-MS (Conditions B). Retention time 2.24min, MH + .444 _ 

EXAMPLE 28Q 

15 /SU3-f4^5-Phenvl^-oxazoivlcail3oxamido^henvn-2^2^ropvlaminQ- 
3 4-dioxocvclo but-1-envlamino)Dropanoic acid 

5- Phenyl-4-oxazolecarboxylic add gave the title compound (5.9mg) 
HPLC-MS (Conditions B). Retention time 2.51 min, MH + 489 

20 EXAMPLE 281 

fSU3-r443-Me!hvl.5-trifluoromethvl^soxa2Qivicarboxamido^henvn- 
242-nropvl ammo-3.4^dioxocvclobut-1-envlamino)propanoic acid 

3-Methyl-5-trifluoromethyl-4-isoxazolecarboxylic acid gave the 
compound (5.8mg) 
25 HPLC-MS (Conditions B). Retention time 2.43min, MH + 495. 

The following compounds of Examples 282 to 323 were prepared in a 
similar manner to the compound of Example 105, using derivatised resin 
£4i and the starting material shown. For examples where the amine was 
30 added as a salt 1 mol equivalent of DIPEA was also added. 



EXAMPLE 282 

fP5?U3.r443S-Dichloro-4-pvridvicarboxamido>phenvn-3-r2-(2- 
mQroholinoethvtam ino|-3.4-dioxocvclobut-1-envlaminolpropanQic 
35 acid 

A/-(2-Aminoethyl)morpholine gave the title compound (2mg) 
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HPLC-MS (Conditions B) Retention time 1.98min MH+ 562 

FXAMPLE 28? 

/P<?)-3-r443.5-Di C hl Q r 0 ^ PV r»dvl C arboxam<do)Dhenvn-3-r2-(2- 
5 pineridinoethvlamino^3.4-dioxocvrlfihtjt-1-envlaminolDroDanoic acid 
1 -{2-Aminoethyl)piperidine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.02min MH + 560 

EXAMPLE 284 

10 fft^^3.r4^3.S-DichlQrQ^-pvridvlcarfaoxamirio)Dhenvn-3-r2-f3-f2- 
oxopvrrolidin-1 -vnpropvlaminol-3.4- dioxocvctobuM -en vl amino! 
propanoic acid 

1- (3-Aminopropyi)-2-pyrrolidinone gave the title compound (1mg) 
HPLC-MS (Conditions B) Retention time 2.14min MH+ 574 . 

15 

EXAMPLE 28S 

fPgU3.r4-/3S-Dichloro-4-p V ridvlcarbox a mid Q ^henvn-3.r2>(3-(1- 
imidagotvnpropvtaminoy3.4-dioxocvclQbiit- 1»envlamino1propanoic 

20 N-(3-Aminopropyl)imidazole gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 1.98min MH + 557 

EXAMPLE 286 

/P5U3.r443.5.Dichloro-4-pvridvlcarbox a mid Q ^henvn-3-r2-(1-benzvl- 
25 4-piperidinvlaminoW3.4-d ioxocvc<obnt-1-onvlamino1propanoic acid 
4-Amino-1-benzylpiperidine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.13min MH + 622 

EXAMPLE 287 

30 fWSU3-T4-/3.5-Dichioro-4-pvridvlcarboxamidQ)phenvl1-3-[2-f2- 

pyridvlmethvlammo\-3.4-dioxocvclQbijM-env>amino1prQPanQic acid 

2- (Aminomethyl)pyridine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2. 17min MH + 540 



35 



EXAMPLE 288 
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(p5?V3-r^3.S ^ichloro^-pvridvlcarfaQxamlriolDhenvn-3-r2-(3- 

nvri ^yimethviaminoW3.4^ioxoc^ acid 
3-(Aminomethyl)pyridine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.07min MH+ 540 

5 

FXAMPLE 289 
(fr^-S-^.S-DicHoro^^^ 

^imPth V ibutviaminoU3A-di Q »QcvciohiiM-envlaminolpropanQic acid 
3>Dimethylbutylamine gave the title compound (3mg) 
10 HPLC-MS (Conditions B) Retention time 2.45min MH + 533 

FXAMPLE 290 - - 

fff^t^-MJSS-DichlorQ^-pvridvlcarhoxamidolPhenvn-S'rZ-tM" 
riirhlorobenzvlamino^.4-dioxocvcloh nt-1-envlaminolpropanoic acid 

1 5 3,4-Dichlorobenzylamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.51 min MH + 607 

FXAMPLE 291 

20 pipBra?invnethvlaminoU 3 4-dioKPcyf:lobuM-envlamino1proPanoiC 
acid 

N-(2-Aminoethyl)piperazine gave the fftte compound (1 mg) 
HPLC-MS (Conditions B) Retention time 1.97min MH + 561 

25 FXAMPLE 292 

(pg\-3-f443.5-Dichloro-iUovridvlcarhnxamtdo)phenvn-3W2- 
j g? proDvlamino- 3.A-dioxpcvclobut-1^nvlamino^proPanQiC add 
Isopropyiamine gave the title compound (1ma) 
HPLC-MS (Conditions B) Retention time 2.25min MH* 491 

30 

FXAMPLE 293 

(P5?U3.r4-f3.5>Dirhlnro-4-Pv rirfvlcarboyamido^phenvn-3-r2> 
prn pylamino-3.4>dioyQcvclobut -1^nv1amino)proDanoic acid 
Propylamine gave the title compound (2mg) 
. 35 HPLC-MS (Conditions B) Retention time 2.25min MH + 491 
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EXAMPLE 294 

fP*W3.r443.S.Dichloro^ 

t ?T ltYtamino-3.4>dioxocvclobut-1.enylaminolDroDanoic acid 
Tert-Butylamine gave the title compound (0.5mg) 
5 HPLC-MS (Conditions B) Retention time 2.33min MH + 505 

FYAMPLE 295 

p<g\.3-r4-f3.S-Dichloro^Dvridvlcarho»amldo1phenvn.3-f2- 
^pnyvlamino-3.4-dioxo cvc1obuM-enylaminolprQPanoic acid 

10 RAnTylamine gave the title compound Mma) 

HPLC-MS (Conditions B) Retention time 2.37min MH* 539 



EXAMPLE 295 

f^V344-f3S-Di C hl Q rQ^pvridvlcarboxamirio)phenvn-3-r2-(3- 
15 (Himethvlamino)propvlaminoU3.4-dioxQCvclobuM-envlaminol 
propanoic acid 

3-<Dimethytamino)propylamine gave the title compound (0.5mg) 
HPLC-MS (Conditions B) Retention time 1 .89min MH + 534 

20 EXAMPLE 297 

(ffjgU3-r4-f3S-Dichloro-4-pvridvlc arb Q xamido)phenvn-3-r2-f3- 

iRnpropoxvpropvlaminoK3.4- riioxocvclobuM-envlamino1proPanoiC 

acid 

3-lsopropoxypropylamine gave the title compound flmo) 
25 HPLC-MS (Conditions B) Retention time 2.3min MH* 549 

EXAMPLE 298 

/P5?U3-r4^3S-Dichloro^-DVHriylr a rfa Q xamirio>Phenvn-3-r2-(3- 
ftfhQxvpropvtamino\-3 4wjio xQcyclobuM-envlamino1propanoic acid 
30 3-Ethoxypropylamine gave the tft'e compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.23min MH+ 535 

EXAMPLE 299 

fff<;U34443.5-Dichlo rQ^-pvridvlcflrh^amido^phenvn-3-r2->2- 

35 m e thoxvethvlaminoU3.4-din^n C veiobuM-envtaminolpropanoic acid 
2-Methoxyethylamine gave the title compound (O.Smg) 
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HPLC-MS (Conditions B) Retention time 2.16min MH+ 507 
EXAMPLE 300 

/P<?1-3.r443.5-Di C hloro^-Dvr.d V lcartioxam1do^henvn-3-r2-(3- 
5 methoxvDroDvlaminoV 3.4-dioxocyc lQbut-1-envlaminolDroDanoic acid 
3-Methoxypropylamine gave the title compound (0.5mg) 
HPLC-MS (Conditions B) Retention time 2.18min MH + 521 

EXAMPLE 301 

10 /ffSU3-r443.S-DichlQro-4-pvridvlcarbQxamidQ^henvn-3-l2- 

rvciohutvlamino.3 4-dioxocvclobuM -en vlaminolpropanoi c acid 

Cydobutvlamine oave the title compound (2mo^ 
HPLC-MS (Conditions B) Retention time 2.28min MH+ 503 

15 EXAMPLE 302 

fffS\-3-r4-/3.5-Dichloro-4-pvridvlcarboxamido\phenvn-3-f2* 
cvc1opropvtamino-3.4-dioxocvclobut-1-envlamino^propanoic acid 
Cyclopropylamine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.19min MH+ 489 

20 

EXAMPLE 303 

fffSU3.r4-r3.5-Dichloro-4-pvridv»carboxamido^Phenvn-3-r2-(2- 
fben?vtthio^ethvlaminoU3.4 -dioxocvclobuM-enviaminolpropanoic 
acid 

25 2-(Benzy lthio)ethylamine hydrochloride gave the t itle compound (0. 5mg) 
HPLC-MS (Conditions B) Retention time 2.46min MH + 599 

40 EXAMPLE 304 

fftSU3-r4^3.S-Dichloro^- PV ridvl Ca rboxamido^henvn-3-r2-(4W1.2.3- 
30 thiadjazol^-vnbengvlami no1-3.4-dioxQcvclobut-1-envlamino1 
propanoic acid 

45 4-(1 ,2,3-Thiadia2ol-4-yl)benzylamine gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.38min MH* 623 

35 EXAMPLE 3PS 

50 
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rffgU3-r443.5.DichtorQ^-Dvridvlcarfaoxamido)Dhenvn-3-f2- 

r vclohex vtamino-3.4-dioxoc vctahuM -envf aminolprppanoic acid 

Cyclohexylamine gave the title compound (O.Smg) 
HPLC-MS (Conditions B) Retention time 2.39min MH + 531 

5 

FXAMPLE 306 

{P5?U3.r443.S^ichloro^.pvrid^^^ 

3 4-dioxocvclobut-1-envlamino1propanoic acid 

Piperidine oave the title compound (2ma) 
1 0 HPLC-MS (Conditions A) Retention time 2.32min MH + 517" 

FXAMPLE 307 

(P5y3-[443.5-DichlQro-4.p>fridvlcarboxamidolphenvl1-3-f2- 
thiomorphon no-3.4-dioxocvclobuM-envlamino1propanolc acid 

15 Thiomorpholine oave the title compound (1ma) 

HPLC-MS (Conditions A) Retention time 2.32min MH+ 535 

EXAMPLE 308 

fP5tt-3-r443.S-Dichloro^-pvri^ 
20 1-piperazinvt^3.4-dipxocyclobuM-envlaminp1propanoic acid 

1-Methylpiperazine gave the title compound (3mg) 
HPLC-MS (Conditions A) Retention time 1.93min MH+ 532 

FXAMPLE 309 

25 fPSV-3-r443.5 -Dichlpro-4-ovridvlcarboxamido^phenvn-3-f2. 
diethvlamino-3.4-diPXQCVclobut-1>envlamino^propanoic acid 
Diethylamine gave the title compound (2mg) 
HPLC-MS (Conditions A) Retention time 2.29min MH* 505 

30 FXAMPLE 310 

fPSU3-f443.S-Dgchloro-4-pvrid V lcarboxamido)phenvn-3-r2-(1- 
pvrrolidinvn-3.4-dioxocvclobuM .gnylaminolpropanoic acid 
Pyrrolidine gave the title compound (1mg) 
HPLC-MS (Conditions A) Retention time 2.24min MH + 503 

35 

EXAMPLE 311 
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fP5tt.3.r443.5-Dichloro^Wdvlca^ 
pf pera7invn»3.4-dioxocyclobuM-envla mino1proDanQic acid 
1-Ethylpiperazine gave the title compound (1mg) 
HPLC-MS (Conditions A) Retention time 1 .94min MH + 546 

5 

EXAMPLE 312 

(P.<;\-34443.S-Dichloro-4.pvridvlcarbnifamido)phenvn-3-r2^4- 
fhyriroicvpropvn.1-pipera?invn-3.4-dioxocvclObuM" 
ftPYlanninolpropanoic acid 
10 1-Piperazinepropanol gave the title compound (3mg) 

HPLC-MS (Conditions A) Retention time 1 .93min MH + 576 

EXAMPLE 313 * 

fffjg\-3-r4-f3.S-Dichlpro-4-pyrid v | C arboyamldo^Dhenvn-3-r2-l1- 
15 pipera2invn- 3.4-dSoxocvclobuM-envlamino1propanoicacid 
Piperazine gave the title compound (4mg) 
HPLC-MS (Conditions A) Retention time 1 .92min MH+ 518 

FXAMPLE 314 

20 fPg\-3-r443.5- Dichl 0 ro-4-pvririul C arboxamido^phenvn-342-f(S>-3- 
ritmMhvlamino-1-pvrrplidinvn-3.4-diQXOCVClQbuM' 
Antilaminolpropanoic acid 

(S)-3-(Dimethylamino)pyrrolidine gave the title compound (3mg) 
HPLC-MS (Conditions A) Retention time 1.92min MH + 546 

25 

EXAMPLE 315 

rPj;U3-r443.5-Dichl Q ro^nvrid v | C arbnxamido^Phenvn-3-r24ff?S>-3- 
riiftthvlamino-1-pvrro>idinvn.3.4-dioxocvclobuM- 
finylaminolpropanoic acid 

30 3-{Diethylamino jpyrrolidine gave the title compound (3mg) 
HPLC-MS (Conditions A) Retention time 1.95min MH+ 574 

EXAMPLE 31$ 

fP5gU3-r4-(3.S.Dichtorn -d-pvrid V lcarhoxamido)phenvn-3-(2- 
35 fr gtylamino-S 4-dloxocyclobuM> fnylaTiiino)nrppanoic acid 
Butylamine gave the title compound (0.1 mg) 
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HPLC-MS (Conditions A) Retention time 2.33min MH* 505 
EXAMPLE 317 

(ffSV3>r4-f3.S-D8chloro-4.DvridvlcarboyamidolDhenvn-3-(2> 

pgntYlaminQ-3,4-diowgYclPbuM-finvlamino)propanpic acid 

Pentylamine gave the title compound (1mg) 

HPLC-MS (Conditions A) Retention time 2.40min MH + ~519 



. EXAMPLE 3198(ffS^.r4-f3.S-Di C hl Q ro-4- . 

10 pyritMcarfrPxamitiolphenvll^ 

dig«ocvclpbvrt-1^nYlaminglpropanpic acid 

20 1-MethvlDroovlamine oave the title compound (2mal 

HPLC-MS (Conditions A) Retention time 2.31m in MH + 505 

15 EXAMPLE 319 
25 fffSt-?W3,$-Pfchlprp^^ 

lsgbwtvlaminp-3.4-dicx.ocyc|rt acid 

isobutylamine gave the title QQmPPUnd (2mg) 

HPLC-MS (Conditions A) Retention time 2.31 min MH+ 505 

30 20 

EXAMPLE 320 

fffSW34443.S-D8chloro^-Dvridvlcart)oxamido)phenvn-3-r2-(N-methvl- 
N.isopropvlaminot-3.4-dioxocvclobut-1 -en vlaminol Propanoic acid 

35 Methyiisopropylamine gave the title compound (2mg) 

25 . HPLC-MS (Conditions A) Retention time 2.3minMH + 505 



EXAMPLE 321 

fgSU3-r4^3.S-Dichloro^Dvri^ 

methvlaminoW3.4-dioxocvclobut-1-cnvlamino1propanoic acid 
30 N-Ethylmethylamine gave the title compound (0.2mg) 

HPLC-MS (Conditions A) Retention time 2.24min MH + 491 

EXAMPLE 322 

^gU34443.5-DichlQr O ^-pvridvlcarboxamid0>Phenvn-3-r2-fN-methVl- 
35 N.buMaminoU3.4-dioxocvclobuM ■envlaminoloropanoic acid 
N -Methyl butyl amine gave the title compound (0.3mg) 
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HPLC-MS (Conditions A) Retention time 2.38min MH + 519 
EXAMPLE 323 

5 f P vridvlmethvl\aminoV3.4-dioxocvclobut-1 -envlaminol propanoic add 

4-(Ethylaminomethyl)pyridine gave the title compound (1mg) 
HPLC-MS (Conditions A) Retention time 2.01 min MH + 568 

EXAMPLE 324 

10 3.f443.5-Dtchloro-4-pvridvlcarfaoxamido^phenvn-2-(2-tsopropvlamino» 
3. 4.dioxocvclobuM-envlamino)prop-2-enolc acid 
Derivatised resin 6 (1.0g) was treated with the Intermediate 44 (0.4g, 
3.0mmol) and a catalytic amount of dirhodiumtetraacetgte in toluene 
(10ml) at 120° for 2.5h. The resin was then filtered and washed with DMF 

15 and DCM to give resin bound a-{2-methoxy-3,4Kiioxocyclo-buM- 
eny!amino)diethyiphosphonoacetate. This resin was then treated with 4- -. 
(3,5-dichloro-4-pyridylcarboxamido)benzaldehyde (0.53g t 1.8mmol) and 
diazabicycloundec-7-ene (DBU) (0.1g, 1.2mmol) in DCM (5.0ml). The 
mixture was agitated at ambient temperature for 72h then filtered and the 

20 resin washed thoroughly with DCM. A 90mg portion of this resin was 
treated with 2-propylamine (0.045mL, 0.6mmot), in DCM (0.2mL) and 
MeOH (0.8mL). The mixture was agitated at ambient temperature for 16h 
then filtered and washed thoroughly with DCM, MeOH, DMF, MeOH and 
DCM. The resin was treated with 50% trifluoroacetic acid in DCM (2ml) for 

25 3h with agitation and then filtered. The resin was washed with a further 
portion of DCM (2ml) and the combined filtrate Was evaporated in vacuo to 
give the crude product which was purified by preparative HPLC to afford 
the title compound (0.9mg). 

30 HPLC-MS (Conditions B). Retention time 2.29min, MH + 489 

The following compound of Example 325 was prepared in an identical 
manner to the compound of Example 324, using the starting material 
shown. 

35 

EXAMPLE 33S 
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3-r4-f3.S-DlchlQro-A-DvridvlcarfaoxamidolDhenvn.2-f2- 
cycloburvlamino-3. 4-dioxocvclobut-1-envlaminotoroD-2-enoic acid 

Cyclobutyiamine gave the title compound (0.4mg) 
HPLC-MS (Conditions B). Retention time 2.33min, MH* 501. 

5 

The following assays can be used to demonstrate the potency and 
selectivity of the compounds according to the invention. In each of these 
assays an IC50 value was determined for each test compound and 
represents the concentration of compound necessary to achieve 50% 
10 inhibition of cell adhesion where 100% = adhesion assessed in the 
absence of the test compound and 0% = absorbance in wells that did not 
receive cells. 

tt^lnteorin-dependent Jurkat cell adhesion to VCAM-lq 

15 96 well NUNC plates were coated with F(ab)2 fragment goat anti-human 
IgG F cry-specific antibody [Jackson Immuno Research 1 09-005-098: 100 nl 
~ at 2 iig/ml in 0.1 M NaHC03, pH 8.4], overnight at 4° The plates were 
washed (3x) in phosphate-buffered saline (PBS) and then blocked for 1h in 
PBS/1% BSA at RT on a rocking platform. After washing (3x in PBS) 9 

20 ng/ml of purified 2d VCAM-lg diluted in PBS/1% BSA was added and the 
plates left for 60 minutes at RT on a rocking platform. The plates were 
washed (3x in PBS) and the assay then performed at 37° for 30 min in a 
total volume of 200 \i\ containing 2.5 x 10* Jurkat cells in the presence or 
absence of titrated test compounds. 

25 . ~ _ 

Each plate was washed (2x) with medium and the adherent cells were 
fixed with 100^1 MeOH for 10 minutes followed by another wash. 100^ 
0.25% Rose Bengal (Sigma R4507) in PBS was added for 5 minutes at RT 
and the plates washed (3x) in PBS. 100^1 50% (v/v) ethanol in PBS was 

30 added and the plates left for 60min after which the absorbance (570nm) 
was measured, 

a A p z Intearin-deoendent JY cell adhesion to MAdCAM-lq 

This assay was performed in the same manner as the <x4Pi assay except 
35 that MAdCAM-lg (1 50ng/ml) was used in place of 2d VCAM-lg and a sub- 
- -line of the p-lympho blastoid cell-line JY was used in place of Jurkat cells. 
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The IC50 value for each test compound was determined as described in 
the cupi integrin assay. 

fnteorin^deoendent KS62 cell adhesion to fibronectin 

5 96 well tissue culture plates were coated with human plasma fibronectin 
(Sigma F0895) at 5ug/ml in phosphate-buffered saline (PBS) for 2 hr at 
37°C. The plates were washed (3x in PBS) and then blocked for 1h in 

— - 100^1 PBS/1% BSA at RT on a rocking platform. The blocked plates were 
washed (3x in PBS) and the assay then performed at 37°C in a total 
10 volume of 200^1 containing 2.5x 105 K562 cells, phorbol-12-myristate-13- 
acetate at 10ng/ml ( and in the presence or absence of titrated test 
compounds. Incubation time was 30 minutes. Each plate was fixed and 
stained as described in the cuPi assay above. 

15 ^Independent human polymorphonuclear neutrophils adhesion tO 
plastic 

96 well tissue culture plates were coated with RPM1 1640/10% FCS for 2h 
at 37°C. 2 x 10 5 freshly isolated human venous polymorphonuclear 
neutrophils (PMN) were added to the wells in a total volume of. 200ul in the 

20 presence of 10ng/ml phorbol-12-myristate-13-acetate, and in the presence 
or absence of test compounds, and incubated for 20min at 37°C followed 
by 30min at RT. The plates were washed in medium and 100ul 0.1% (w/v) 
HMB (hexadecyl trimethyl ammonium bromide, Sigma H5882) in 0.05M 
potassium phosphate buffer, pH 6.0 added to each well. The plates were 

25 then left on a rocker at RT for 60 min. Endogenous peroxidase activity 
was then assessed using tetramethyl benzidine (TMB) as follows: PMN 
lysate samples mixed with 0.22% H 2 0 2 (Sigma) and 50^g/ml TMB 
(Boehringer Mannheim) in 0.1M sodium acetate/citrate buffer, pH 6.0 and 
absorbance measured at 630nm. 

30 

n, lib/ft^ -dependent human platelet aggregation 
Human platelet aggregation was assessed using impedance aggregation 
on the Chronolog Whole Blood Lumiaggregometer. Human platelet-rich 
plasma (PRP) was obtained by spinning fresh human venous blood 
35 anticoagulated with 0.38% (v/v) tri-sodium citrate at 220xg for 10 min and 
diluted to a cell density of 6 x 10 8 /ml in autologous plasma. Cuvettes 
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contained equal volumes of PRP and filtered TyraM's buffer (g/liter: NaCI 
8.0; MgCI 2 .H 2 0 0.427; CaCI 2 0.2; KCI 0.2; D-glucose 1.0; NaHC03 1.0; 
NaHP04.2H 2 0 0.065). Aggregation was monitored following addition of 
2.5^iM ADP (Sigma) in the presence or absence of inhibitors. 

5 

In the above assays the preferred compounds of the invention in which R 1 
is an 04 integrin binding group, such as the compounds of the Examples 
generally have IC50 values in the ct40i and 0L4P7 assays of 1 and 
below. In the other assays featuring a integrins of other subgroups the 
1 0 same compounds had IC50 values of 50nM and above thus demonstrating 
the potency and selectivity of their action against 04 integrins. 

The following assays may be used to determine the ability of compounds 
according to the invention to inhibit <x v P3 and a v Ps function.^ 

15 

a v p 3 -Dependent Direct Binding Assay 

96 Well NUNC immunoplates were coated overnight with a non-blocking 
anti-03 monoclonal antibody at 2 ug/ml in Dulbecco's phosphate buffered 
saline (PBS) and subsequently blocked with 5% 9 W / V )BSA in PBS (Sigma, 

20 fraction V) for 60 min. at RT. After washing in Tris-buffered saline (TBS: 
20mM Tris/150 mM NaCI, pH 7.5), plates then received 100^1 of a lysate 
prepared fromn JY cells and were incubated for 3h at RT. The lysate was 
made by lysing JY B-lymphoblastoid cells at 5 x 10 7 cells were ml in TBS 
containing 1 mM MnCI 2 ,1% ( V M BSA/0.1% ( vb / v ) Tween 20 and were 

25 incubated for a further 2 hours at RT. Inhibitors were titrated into the 
fibronectin prior to addition to plates. After washing, streptavidin- 
peroxidase (Amersham) at 1:500 in TBS/1% ( W M BSA/0.1% ( v / v )Tween 20 
was added and plates incubated for 1h at RT. Finally 100^1 TMB 
substrate was added and Absorbance (630nm) measured after 10-15 

30 miunbutes. IC50 values for inhibition of adhesion were calculated on the 
Activity Base curve fitting programme. 

a v P3 -Dependent Cell Adhesion Assay 

This was a modification of a published method [Stupack etal., Exp,. Cell. 
35 Tes. 223. 443-448 (1992)] and employed the JY cell line. These cells are 
maintained in RPMI 1640 + 10% FCS + 2mM L-glutamine and, when used - 
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for assay, were washed in assat medium (RPMI 1640 + 10% FCS), 
suspended at 4 x 10 6 /ml in the same medium and pretreated with a 
blocking monoclonal antibody to CD18 (6.5E, F(ab')2 fragment) for 10 min 
at RT. 96 Well NUNC immunoplates were coated with 100^1 2.5uk/*il 
5 human vitronectin in PBS per well for 2h at 37°C; they were then washed 
2x in PBS and blocked with 1% (w/ v ) BSA in PBS for 60min at RT and 
washed 2x more in PBS. 2 x 1- 5 JY per well were added to wells 
containing compounds serially titrated across the plate and, finally, 
phorbol-12-myristate-13-acetate at 10ng/ml was added in a final volume of 

10 200jil. After incubation at 37°C for 30min, non-adherent cells were 
removed by washing 3 x in assay medium, adherent cells were fixed in 
MeOH-and stained with 0.25% ( w / v ) Rose Bengal in PBS for 5 min, 
unbound dye was removed by 3 further washes in PBS and cell-bound dye 
was released with 1:1 PBS:ethanol. Absorbance at 570nm was then 

15 measured. IQso values for inhibition of adhesion were calculated, as 
described above for the direct binding assay. 

a v P5-Dependent Cell Adhesion Assay 

This assay was based on a published method [Koivunen et a/, J. Bio. 

20 Chem. 2fiJL 20205-20210 (1993)) and employed the human colon 
adenocarcinoma cell line HT-29. HT-29 Cells were routinely maintained in 
DMEM + 10% FCS + 2mM L-glutamine and were removed from flasks 
using trypsin/EDTA, washed 2x in assay medium and suspended at 4 x 
lO^ml in the same medium. The cells were allowed to 'rest' for 15 min. at 

25 RT before being added (2 x 10 5 /well) to wells containing compounds 
serially titrated across the plate in a final volume of 200^1. The 96 well 
NUNC immunoplates had been coated with human vit ronectin as 
described above for the avfo assay. After incubation at 37°C for 60min, 
adhesion was assessed as described above for the avP3 assay. 

30 

In the above assays the preferred compounds of the invention generally 
have IC50 values of 1|iM and below. 

The advantageous clearance properties of compounds according to the 
35 invention may be demonstrated as follows: ~ 
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Hepatic clearance, whether metabolic or biliary, can make a substantial 
contribution to the total plasma clearance of a drug. The total plasma 
clearance is a principal parameter of the pharmacokinetic properties of a 
medicine. It has a direct impact on the.dose required to achieve effective- 
5 plama concentrations and has a major impact-on the elimination half-life 
and therefore the dose-interval. Furthermore, high hepatic clearance is an 
* indicator of high first-pass hepatic clearance after oral administration and 
therefore low oral bioavailability. 

10 Many peptidic and non-peptidic carboxylic acids of therapeutic interest are 
subject to high hepatic clearance from plasma. Except for drugs which 
function in the liver, hepatic uptake from blood or plasma is undesirable 
because it leads to high hepatic clearance if the compound is excreted in 
bile or metabolised, or if the substance is not cleared from the liver, it may 

1 5 accumulate in the liver and interfere with the normal function of the liver. 

The total plasma clearance of a compound according to the invention can 
be determined as follows: 

a small dose of the compound in solution is injected into a vein of a test 
20 animal. Blood samples are withdrawn from a blood vessel of the animal at 
several times after the injection, and the concentration of compound in the 
bleed or plasma is measured using a suitable assay. The area under the 
curve (AUCiv) is calculated by non-com partmental methods (for example, 
the trapezium method) or by pharmacokinetic modelling. The total plasma 
25 clearance (CL P ) is calculated by dividing the intravenous dose(Dj V ) by the 
AUCjv for the blood plasma concentration - time course of a drug 
administered by the intravenous route: CL P = Div * AUCj V 

When tested in this manner, compounds according to the invention are not 
30 rapidly or extensively extracted by the liver and have low total plasma 
clearance where low is defined as less than 10 ml/min/kg in the laboratory 
rat (Sprague Dawley CD). This compares favourably with functionally 
equivalent integrin binding compounds in which the squaric acid 
framework of compounds of formla (1) is not present. 
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CLAIMS 

1 . A compound of formula (1 ): 
R 2 

R 1 — N lV^R 3 



cr o 



(D 



wherein 

R 1 is an integrin binding group; 
R 2 is a hydrogen atom or a Chalky! group; 
10 L1 is a covalent bond or a linker atom or group; 

n is zero or the integer 1 ; 
Alk 1 is an optionally substituted aliphatic chain; 
R 3 is a hydrogen atom or an optionally substituted heteroaliphatic, 
cycloaliphatic, heterocycloaliphatic, polycycloaliphatic, polyhetero- 
15 cycloaliphatic, aromatic or heteroaromatic group; 

and the salts, solvates, hydrates and W-oxides thereof. 

2, A compound according to Claim 1 in which R 1 is an a4-integrin 
binding group. 

20 

35 3. A compound according to Claim 1 or Claim 2 in which R 1 is a group 

of formula Arl L 2 Ar 2 A1k-, where Ar 1 is an optionally substituted 
aromatic or heteroaromatic group, L 2 is a linker atom or group, Ar 2 is 
an optionally substituted phenylene or nitrogen-containing six- 

40 25 membered heteroarylene group and Alk is a chain from: 

-CH 2 -CH(Rh -CH=C(R)-, -CH- or -C- 

I II 
CH 2 R CHR 

45 

30 where R is a carboxylic acid (-CO2H) or a derivative or biostere 

thereof. 



50 



55 
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4. A compound according to Claim 3 in which Alk is a chain selected 

from 

-CH 2 -CH(Rh or -CH- 
5 CH 2 R 

5. A compound according to Claim 4 in which R is a carboxylic acid 
(-CO2H) group. 

10 6. A compound according to any one of Claims 3 to 5 in which Ar 2 is an 
optionally substituted 1 ,4-phenylene group. 

7 A compound according to any one of Claims 3 to 6 in which Ar 1 is an 
optionally substituted phenyl, monocyclic heteroaromatic or bicyclic 
1 5 heteroaromatic group. 

8. A compound according to Claim 7 in which Ar 1 is an optionally 
substituted pyridyl and pyrimidinyl group. 

20-9 A compound according to Claim 8 in which L 2 is a -CON(R 8 )- group 
where R B is a hydrogen atom or an optionally substituted Ci-eatkyI 
group. 

1 0. A compound according to Claim 9 in which R 8 is a hydrogen atom. 

25 

11. A compound according to Claim 7 in which Ar 1 is an optionally 
substituted 2,6-naphthyridinyl and 4-quinazolinyl groups. 

12. A compound according to Claim 11 in which L 2 is an -O- or -N(R 8 )- 
30 group where * 8 is a hydrogen atom or an optionally substituted Ci_ 

6 alkyl group. 



13. A compound according to Claim 12 in which R 8 is a hydrogen atom. 
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14. A compound according to any one of Claims 1 to 13 in which L 1 is a 
-N(R 8 )- group where R 8 is a hydrogen atom or an optionally 
substituted Ci^alkyl group. 

5 15 A compound according to Claim 14 in which R 8 is a hydrogen atom or 
methyl, ethyl or n-propyl group, 

16. A compound according to any one of Claims 1 to 13 in which L 1 is a 
covalent bond. 

10 

1 7. A compound according to any one of Claims 1 to 16 in which n is the 
integer 1 and Alk 1 is an optionally substituted straight or branched 
Ci-ealkylene chain. 

15 18. A compound according to Claim 17 in which Alk 1 is a -CH2-, 
-CH 2 CH 2 -, -CH2CH2CH2-, -CH(CH3)CH 2 - or -C(CH 3 )2CH 2 - chain. 

19. A compound according to Claim 18 in which R 3 is a hydrogen atom. 

20 20. A compound according to Claim 3 of formula (2a): 




wherein -W= is -CH= or -N=; 
25 R 16 and R 17 , which may be the same or different is each a hydrogen 

atom or group -L 3 (Alk 2 )tL 4 (R 4 ) u in which: 

L 3 is a covalent bond or a linker atom or group; 

Alk 2 is an aliphatic or heteroaliphatic chain; 

t is zero or the integer 1 ; 
30 L 4 is a covalent bond or a linker atom or group; 

R 4 is a hydrogen or halogen atom or a group selected from optionally 

substituted d-ealkyl or C3-8 cycloalkyl, -OR 5 [where R 5 is a hydrogen 
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atom, an optionally substitued Ci-ealkyI or C3-8 cycloalkyl group], 
-SR 5 , -NR 5 R 6 [where R 6 is as just defined for R 5 and may be the 
same or different), -N0 2 , -CN, -C0 2 R 5 -S0 3 H, -SOR 5 , -S0 2 R 5 , 
-SO3R 5 -OCO2R 5 , -CONR5R6, -OCONR 5 R 6 t -CSNR 5 R 6 , -COR 5 , 

5 -OCOR 5 , -N(R 5 )COR 6 , -N(R 5 )CSR 6 , -S0 2 N(R 5 )(R 6 ). -N(R 5 )S0 2 R 6 , 

N(R 5 )CON(R 6 )(R 7 ) [where R 7 is a hydrogen atom, an optionally 
substituted Ci-ealkyl or C3-8cycloalkyl group], -N(R 5 )CSN(R6)(R 7 ) or 
-N{R 5 )S0 2 N(R 6 )(R 7 ), provided that when t is zero and each of L 3 
and L 4 is a covalent bond then u is the integer 1 and R 4 is other than 

10 a hydrogen atom; 

and the salts, solvates, hydrates and N-oxides thereof. 

21 . A compound according to Claim 3 of formula (2b) 

R 2 

A^AIk-N L 1 (Alk 1 ) n R 3 



N \ 



15 (R16) a (2b) 

wherein R 16 is a hydrogen atom or a group -L 3 (Alk 2 )tL 4 (R 4 ) u in which 
L 3 is a covalent bond or a linker atom or group; 
Alk 2 is an aliphatic or heteroaliphatic chain; 

20 t is zero or the integer 1 ; 

L 4 is a covalent bond or a linker atom or group; 
R 4 is a hydrogen or halogen atom or a group selected from optionally 
substituted Ci-ealkyl or C3-8 cycloalkyl, -OR 5 [where R 5 is a hydrogen 
atom, an optionally substitued Ci-ealkyl or C3-8 cycloalkyl group], 

25 .SR5 ( -NR 5 R 6 [where R 6 is as just defined for R 5 and may be the 

same or different], -N0 2 , -CN, -C0 2 R 5 -SO3H, -SOR 5 , -S0 2 R 5 , 
-SO3R 5 , -OC0 2 R 5 .CONRSR6, -OCONR 5 R 6 , -CSNR 5 R6, -COR 5 , 
-OCOR 5 , -N(R 5 )COR6, -N(R 5 )CSR 6 , -S0 2 N(R 5 )(R 6 ), -N(R 5 )S0 2 R 6 , 
N(R 5 )CON(R 6 )(R 7 ) [where R 7 is a hydrogen atom, an optionally 

30 substituted Ci-ealkyl or C 3 -8cy£loalkyl group], -N(R 5 )CSN(R6)(R 7 ) or 
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-N(R 5 )S02N(R 6 )(R 7 ) t provided that when t is zero and each of L 3 

and L 4 is a covalent bond then u is the integer 1 and R 4 is other than 

a hydrogen atom; 

g is zero or the integer 1 , 2, 3 or 4; 

and the salts, solvates, hydrates and N-oxides thereof. 

22. A compound according to Claim 3 of formula (2c) 

R 2 




wherein R 16 is a hydrogen atom or a group in which L 3 is a covalent 

bond or a linker atom or group; 

Alk 2 is an aliphatic or heteroaliphatic chain; 

t is zero or the integer 1 ; 

L 4 is a covalent bond or a linker atom or group; 

R 4 is a hydrogen or halogen atom or a group selected from optionally 

substituted Ci-ealkyl or C3.8 cycloalkyl, -OR 5 [where R 5 is a hydrogen 

atom, an optionally substitued Ci-ealkyl or C3-8 cycloalkyl group], 

-SR 5 . -NR 5 R 6 [where R 6 is as just defined for R 5 and may be the 

same or different], -N0 2 . -CN, -C0 2 R 5 . -S0 3 H, -SOR 5 , -S0 2 R 5 , 

-SO3R 5 -OCO2R 5 , -CONR 5 R* .OCONR5R 6 , -CSNR 5 R 6 , -cor 5 . 

-OCOR 5 , -N(R 5 )COR 6 . -N(R 5 )CSR 6 ( -S02N(R 5 )(R 6 ) f -N(R 5 )S0 2 R 6 , 

N(R s )CON(R 6 )(R 7 ) [where R 7 is a hydrogen atom, an optionally 

substituted Ci-ealkyl or C^cycloalkyl group], -N(RP)CSN(R0)(R 7 ) or 

-N(R 5 )S0 2 N(R 6 )(R 7 ), provided that when t is zero and each of L 3 

and L 4 is a covalent bond then u is the integer 1 and R 4 is other than 

a hydrogen atom; 

g is zero or the integer 1 , 2, 3 or 4; 

and the salts, solvates, hydrates and N-oxides thereof. 
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23. A compound which is: 

( S)-3-[4-(3 ( 5-D ichloro-4-pyridy lcarboxamido)phenyl]-2-(2- 
propylamino-3,4-dioxocyclobut-1 -enyl)amino}propanoic acid; 
(S)-3-[4-(3 t 5-Dichloro-4-pyridylcarboxamido)phenyI]-2-<2-t-butyl-3 1 4- 

5 dioxocyclobut-1 -enyl)amino]propanoic acid; 

(S)-3-{4-{(6J-Dimethoxy-4-quna20linyl)amino]phenyl}-2-[(2-/\/,W- 

diethylamino-3,4-dioxocyclobut-1-enyl)amino]propanoic acid; 
- (SJ-S-^p.S-Naphthyridin-l -yl]amino)phenyl]-2-[(2-/V,A/- 

diethylamino-3,4-dioxocyclobut-1 -enyl)amino]propanoic acid; 
10 (SJ-3-[4-([6,7-Dimethoxy^-qunazolinyl)oxy]phenyl]-2-{(2-A/ # W- 

diethylamino-3,4^ioxocyclobut-1^nyl)amino]propanpipacid; 

(Sh344-([6J^ethoxy^unazolinyl]amino)phenyl>2-[(2-W # A/- 

diethyiamino-3,4-dioxocyclobut-1-enyl)amino]propanoic acid; 

(S)-3-[4-([2 ( 6-Naphmyridin-1-yl]amino)phenyl]-2^(2-A/ / A/- 
15 dipropylamino-3,4-dioxocyclobut-1-enyl)amino]propanoicacid; 

(S)-3-[4-((2,6-Naphthyiridin-1 -yl]oxy)phenyl]-2-[(2-A/, W-diethylamino- 

3,4-dioxocyclobut-1 -enyl)amino]propanoic acid; 

(S)-3-(4-([2,6-Naphthyridin-1 -yl]amino)phenyl]-2-[(2-piperidirv1 -yl-3,4- 

dioxocyclobut-1-enyl)amino]propanoic acid; 
20 (P)-3-[4-(3 1 5-Dichloro-4-pyridylcarboxamido)phenyl}-3-I(2-A/,W- 

diethylamino-3,4-dioxc>cyclobut-1-enyl)aTTiino]propanoic acid; 

(S)-3-[4-([2 l 6-Naphthyridin-1-yi)oxy)phenyl]-2-[(2-W / W-dipropylamino- 

3,4-dioxocyclobut-1 -enyl)amino]propanoic acid; 
(S)^4-([2 t 6-Naphthyridin-1-yl]amino)phenyl]-2-[(2-A/ / -ethyl-W- 
25 isopropylamino-3,4-dioxocyclobut-1 -enyl)amino)propanoic acid; 

and the salts, solvates, hydrates and N-oxides thereof. 

24. A pharmaceutical composition comprising a compound according to 
Claim 1 together with one or more pharmaceutical^ acceptable 

30 carriers, excipients or diluents. 
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